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PHENYLPYRIDAZINE DERIVATIVES AS LIGANDS FOR GABA 

RECEPTORS 

The present invention relates to a class of substituted pjaidazine 
5 derivatives and to their use in therapj^. More particularly, this invention 
is concerned with 4-phenylp3>ridazme analogues. These compounds are 
ligands for GABAa receptors and are therefore useful in the therapy of 
deleterious neurological complaints. 

Receptors tor the major inhibitory neurotransmitter, gamma- 
10 aminobutyric acid (GABA), are divided into two main classes: (1) GABAa 

receptors, which are members of the ligand- gated ion channel superfamily; 
and (2) GABAb receptors, which may be members of the G-protein linked 
receptor superfamily. Since the first cDNAs encoding individual GABAa 
receptor subunits were cloned the number of known members of the 
15 mammalian family has grown to include at least six a subunits, four p 
subunits, three y subunits, one 8 subunit, one z subunit and two p 
subunits. 

Although knowledge of the diversity of the GABAa receptor gene 
family represents a huge step forward in our understanding of this ligand- 
20 gated ion channel, insight into the extent of subtype diversity is still at an 
early stage. It has been indicated that an a subunit, a P subunit and a y 
subunit constitute the minimum requirement for forming a fulfy 
functional GABAa receptor expressed by transiently transfecting cDNAs 
~ - into cells. As indicated above, 5, s and p subunits also exist, but axe 
25 present only to a minor extent in GABAa receptor populations. 

Studies of receptor size and visualisation by electron microscopy 
conclude that, like other members of the ligand-gated ion channel family, 
the native GABAa receptor exists in pentameric form. The selection of at 
least one a, one p and one y subunit from a repertoire of seventeen allows 
30 for the possible existence of more than 10,000 pentameric subunit 
combinations. Moreover, this calculation overlooks the additional 
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permutations tliat would be possible if the arrangement of subunits 
around the ion channel had no constraints (i.e. there could be 120 possible 
variants for a receptor composed of five different subunits). 

Receptor subtype assemblies which do exist include, amongst many 
5 others, otip2y2, a2Pyl, a2p2/3y2, a3py2/3, a4p5, a5p3y2/3, a6Py2 and a6pS. 
Subtype assemblies containing an al subunit are present in most areas of 
the brain and are thought to account for over 40% of GABAa receptors in 
the rat. Subtype assemblies containing oc2 and a3 subunits respectively 
are thought to account for about 25% and 17% of GABAa receptors in the 

10 rat. Subtype assemblies containing an a5 subunit are expressed 
predo min antly in the hippocampus and cortex and are* thought to 
represent about 4% of GABAa receptors in the rat. 

A characteristic property of all known GABAa receptors is the 
presence of a number of modulatory sites, one of which is the 

15 benzodiazepine (BZ) binding site. The BZ binding site is the most explored 
of the GABAa receptor modulatory sites, and is the site through which 
anxiolytic drugs such as diazepam and te Diazepam exert their effect. 
Before the cloning of the GABAa receptor gene family, the benzodiazepine 
binding site was historically subdivided into two subtypes, BZl and BZ2, 

20 on the basis of radioligand binding studies. The BZl subtype has been 

shown to be pharmacologically equivalent to a GABAa receptor comprising 
the al subunit in combination with a P subunit and y2. This is the most 
abundant GABAa receptor subtype, and is believed to represent almost 
half of all GABAa receptors in the brain. 

25 Two other major populations are the a2py2 and a3py2/3 subtypes. 

Together these constitute approximately a further 35% of the total GABAa 
receptor repertoire. Pharmacologically this combination appears to be 
equivalent to the BZ2 subtype as defined previously by radioligand 
binding, although the BZ2 subtype may also include certain <x5-containing 

30 subtype assemblies. The physiological role of these subtypes has hitherto 



WO 20(14/014865 



3 



PCT/GB2003/003376 



been unclear because no sufficiently selective agonists or antagonists were 
known. 

It is now believed that agents acting as BZ agonists at alpy2, a20y2 
or a3Py2 subtypes will possess desirable anxiolytic properties. Compounds 
which are modulators of the benzodiazepine binding site of the GABA A 
receptor by acting as BZ agonists are referred to hereinafter as "GABAa 
receptor agonists". The al-selective GABAa receptor agonists alpidem and 
Zolpidem are clinically prescribed as hs^pnotic agents, suggesting that at 
least some of the sedation associated with known anxiolytic drugs, which 
act at the BZl binding site is mediated through GABAa receptors 
containing the al subunit. Accordingly, it is considered that GABAa 
receptor agonists which interact more favourably with the oc2 and/or oc3 
subunit than with al will be effective in the treatment of anxiety with a 
reduced propensity to cause sedation. Moreover, agents which are inverse 
agonists of the a5 subunit are likely to be beneficial in enhancing 
cognition, for example in subjects suffering from dementing conditions 
such as Alzheimer's disease. Also, agents which are antagonists or inverse 
agonists at al might be employed to reverse sedation or hypnosis caused 
by al agonists. 

The compounds of the present invention, being selective ligands for 
GABAa receptors, are therefore of use in the treatment and/or prevention 
of a variety of disorders of the central nervous system. Such disorders 
include anxiety disorders, such as panic disorder with or without 
agoraphobia, agoraphobia without history of panic disorder, animal and 
other phobias including social phobias, obsessive-compulsive disorder, 
stress disorders including post-traumatic and acute stoess disorder, and 
generalized or substance-induced anxiety disorder; neuroses; convulsions; 
migraine; depressive or bipolar disorders, for example single-episode or 
recurrent major depressive disorder, dysthymic disorder, bipolar I and 
bipolar II manic disorders, and cyclothymic disorder; psychotic disorders 
including schizophrenia; neurode generation arising from cerebral 
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ischemia; attention deficit hyperactivity disorder; Tourette's syndrome; 
speech disorders, including stuttering; and disorders of circadian rhythm, 
e.g. in subjects suffering from the effects of jet lag or shift work. 

Further disorders for which selective ligands for GABAa receptors 
5 may be of benefit include pain and nociception; emesis, including acute, 
delayed and anticipatory emesis, in particular emesis induced b3^ 
chemotherapy or radiation, as well as motion sickness, and post-operative 
nausea and vomiting; eating disorders including anorexia nervosa and 
bulimia nervosa; premenstrual syndrome; muscle spasm or spasticity, e.g. 

10 in paraplegic patients; hearing disorders, including tinnitus and age- 
related hearing impairment; urinarj' incontinence; and the effects of 
substance abuse or dependency, including alcohol withdrawal. Selective 
ligands for GABAa receptors may be beneficial in enhancing cognition, for 
example in subjects suffering from dementing conditions such as 

15 Alzheimer's disease; and may also be effective as p re-medication prior to 
anaesthesia or minor procedures such as endoscopy, including gastric 
endoscopy. 

In addition, the compounds in accordance with the present 
invention may be useful as radioligands in assays for detecting compounds 

20 capable of binding to the human GABAa receptor. 

The present invention provides a class of pyridazine derivatives 
which possess desirable binding properties at various GABAa receptor 
subtypes. The compounds in accordance with the present invention have 
good affinity as ligands for the cc2 and/or ct3 and/or oc5 subunit of the 

25 human GABAa receptor. The compounds of this invention may interact 
more favourably with the a2 and/or a3 subunit than with the al subunit; 
and/or may interact more favourably with the a5 subunit than with the al 
subunit. 

The compounds of the present invention are GABAa receptor 
30 subtype ligands having a binding affinitj^ (KO for the a2 and/or a3 and/or 
a5 subunit, as measured in the assay described hereinbelow, of 200 nM or 
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less, typically of 100 nM or less, and ideally of 20 nM or less. The 
compounds in accordance with this invention may possess at least a 2-fold, 
suitably at least a 5-fold, and advantageously at least a 10-fold, selective 
affinity for the a2 and/or a3 and/or a5 subunit relative to the al sub unit. 
5 However, compounds which are not selective in terms of their binding 

affinity for the a2 and/or a3 and/or a5 subunit relative to the al subunit 
are also encompassed within the scope of the present invention; such 
compounds will desirably exhibit functional selectivity in terms of zero or 
weak (positive or negative) efficacy at the al subunit and (i) a full or 
10 partial agonist profile at the a2 and/or a3 subunit, and/or (ii) an inverse 
agonist profile at the a5 subunit. 

The present invention provides a compound of formula I, or an N- 
oxide thereof or a pharmaceutical^ acceptable salt thereof: 



15 




wherein 

X 1 represents hydrogen, halogen, Ci-6 alkyl, trifluoromethyl or Ci-g 
alkoxy; 

20 X 2 represents hydrogen or halogen; 

Z represents hs^drogen, halogen, cyano, cj^anomethyl, 
trifluoromethyl, nitro, hydroxy, Ci-g alkoxy, formyl, C2-6 alkoxycarbonyl, or 
an optionally substituted aryl, heteroaryl or heteroaryl(Ci-G)alkoxy group; 
R 1 represents hydrogen, hydrocarbon, a heterocyclic group, halogen, 
25 cyano, trifluoromethyl, nitro, -OR a , -OSO2CF3, -SR a , -SOR a , -S0 2 R a , 
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-S0 2 NR a R b , -NR a R b , -NR a COR b , -NR a C02R b , -COR*, -CC>2R a , -CONR a R b or 
-CR a =NOR b ; 

R 2 represents hydrogen or C2-G alkoxycarbonjd; and 

R a and R b independently represent hydrogen, hydrocarbon or a 

heterocyclic group. 

The present invention also provides a compound of formula I as 

depicted above, or an iV-oxide thereof or a pharmaceutically acceptable salt 

thereof, wherein 

R 1 represents hydrogen, hydrocarbon, a heterocyclic group, halogen, 
cyano, trifluoromethyl, nitro, -OR a , -SR a , -SOR a , -S0 2 R a , -S0 2 NR a R b , 
-NR a R b , -NR a COR b , -NR a C02R b , -COR a , -C02R a , -CONR a R b or -CR a =NOR b ; 
and 

X 1 , X 2 , Z, R 2 R a and R b are as defined above. 

Where Z in the compounds of formula I above represents arjd, 
heteroaryl or heteroar3d(Ci- 6 )alkoxy, this group may be unsubstituted, or 
substituted by one or more substituents. Typically, the group Z will be 
unsubstituted, or substituted by one or two substituents. Typical 
substituents on the group Z include halogen, cyano, trifluoromethyl, nitro, 
C1-6 alkyl, hydroxy, C1-6 alkoxy, oxy, Ci-e alkylsulphonyl, amino, 
aminocarbonyl, formyl, C2-6 alkoxycarbonyl and -CR a =NOR b , wherein R a 
and R b are as defined above. Illustrative substituents on Z include 
halogen, cyano, trifluoromethyl and C1-6 alkyl. 

For use in medicine, the salts of the compounds of formula I will be 
pharmaceutically acceptable salts. Other salts may, however, be useful in 
the preparation of the compounds according to the invention or of their 
pharmaceutically acceptable salts. Suitable pharmaceutically acceptable 
salts of the compounds of this invention include acid addition salts which 
may, for example, be formed by mixing a solution of the compound 
according to the invention with a solution of a pharmaceutically acceptable 
acid such as hydrochloric acid, sulphuric acid, methanesulphonic acid, 
fumaric acid, maleic acid, succinic acid, acetic acid, benzoic acid, oxalic 
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acid, citric acid, tartaric acid, carbonic acid or phosphoric acid. 
Furthermore, where the compounds of the invention carry an acidic 
moiety, suitable pharmaceutical^ acceptable salts thereof may include 
alkali metal salts, e.g. sodium or potassium salts; alkaline earth metal 
5 salts, e.g. calcium or magnesium salts; and salts formed with suitable 
organic ligands, e.g. quaternary ammonium salts. 

The term "l^drocarbon" as used herein includes straight-chained, 
branched and cyclic groups containing up to 18 carbon atoms, suitably up 
to 15 carbon atoms, and conveniently up to 12 carbon atoms. Suitable 

10 hydrocarbon groups include Ci-6 alkyl, C2-6 alkenyl, C2-G alkynyl, C3-7 
cycloalkyl, C3-7 cycloalkyl(Ci-6)alkj>l, indanjd, aryl and-aryl(Ci-6)alkyl. 

The expression "a heterocyclic group" as used herein includes cyclic 
groups containing up to 18 carbon atoms and at least one heteroatom 
preferably selected from oxygen, nitrogen and sulphur. The heterocyclic 

15 group suitably contains up to 15 carbon atoms and conveniently up to 12 
carbon atoms, and is preferably linked through carbon. Examples of 
suitable heterocyclic groups include C3-7 heterocycloalkyl, C3.7 
heterocycloalkenyl, C3-7 heteroc3^cloalkyl(Ci-6)alkyl, heteroaryl and 
heteroaryl(Ci-6)alkyl groups. 

20 Suitable alkyl groups include straight-chained and branched alkyl 

groups containing from 1 to 6 carbon atoms. Typical examples include 
methyl and ethyl groups, and straight-chained or branched propyl, butyl 
and pentyl groups. Particular alkyl groups are methyl, ethyl, n-propyl, 
isopropyl, isobutyl, ter£-butyl and 2,2-dimethylpropyl. Derived expressions 

25 such as "Ci-e alkoxy", "Ci-g alkylamino" and "Ci-g alkjdsulphonyr are to be 
construed accordingly. 

Suitable alkenyl groups include straight-chained and branched 
alkei^l groups containing from 2 to 6 carbon atoms. Typical examples 
include vinyl, allyl and dimetlrplallyl groups. 
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Suitable alkynyl groups include straight-chained and branched 
alkynyl groups containing from 2 to 6 carbon atoms. Typical examples 
include ethynyl and propargyl groups. 

Suitable cycloalkyl groups include groups containing from 3 to 7 
carbon atoms. Particular cycloalkyl groups are cyclopropyl and cyclohexyl. 

Typical examples of C3.7 cycloalkyl(Ci-6)alkyl groups include 
cycloprop3'hnethyl J cyclohexylmethyl and cyclohexylethyl. 

Particular indanyl groups include indan-l-yl and indan-2-yl. 

Particular aryl groups include phenyl and naphthyl, preferably 
phenjd. 

Particular aryl (Ci- 6 ) alky 1 groups include benzyl,, phenylethyl, 
phenjdpropyl and naphthylmethyl. 

Suitable heterocycloalkjd groups include azetidinyl, pyrrolidinyl, 
piperidinyl, piperazinyl, morpholinyl and thiomorpholinyl groups. 
A typical heterocycloalken5d group is dihydrop^rolyl. 
Suitable heteroaryl groups include pyridinyl, quinolinyl, 
isoquinohnyl, pyridazinyl, pyrimidinyl, pyrazinyl, furyl, benzofuryl, 
dibenzofuryl, thienyl, benzthienyl, pyrrolyl, indolyl, pyrazolyl, indazolyl, 
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, imidazolyl, benzimidazolyl, 
oxadiazolyl, thiadiazolyl, triazolyl and tetrazolyl groups. 

The expression "heteroaryl(Ci-6)alkyl" as used herein includes 
furylmethyl, furylethyl, thienylmethyl, thienjdethyl, pyrazolylmethyl, 
oxazolylmethyl, oxazolylethyl, thiazolylmethyl, thiazolylethyl, 
imidazotyhnethyl, imidazolylethyl, oxadiazolyhnethyl, oxadiazolylethyl, 
thiadiazolylmethyl, thiadiazolylethyl, triazolylmethyl, triazolylethyl, 
tetrazolylmetlryl, tetrazolylethyl, P3oridinylmethyl, pyridinjdethyl, 
pyrimidinylmethyl, pyrazinylmethyl, quinolinyhnetlrjd and 
isoquinolinylmeth3d. 

The hydrocarbon and heterocyclic groups may in turn be optionally 
substituted by one or more groups selected from Ci- 6 alkyl, adamantyl, 
phenyl, halogen, Ci-g haloalkyl, C x . 6 aminoalkyl, trifluoromethyl, hydroxy, 
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Ci-g alkoxy, aryloxy, keto, C1.3 alkylenedioxy, nitro, cyano, carboxy, C2-6 
alkoxycarbonyl, C 2 -g alkoxycarbonyl(Ci- 6 )alkyl, C2-6 alkylcarbonjdoxy, 
arylcarbonyloxy, aminocarbonyloxy, C2-6 alkylcarbonyl, arylcarbonyl, Ci- 6 
alkylthio, Ci. 6 alkylsulphinyl, Ci-g alkylsulphonyl, arylsulphonyl, -NR v Rw, 
-NRvCOR", -NRvC0 2 R w , -NRvS0 2 R w , -CH 2 NR V S02R W , -NHCONR v R w , 
-CONRvRw, .S0 2 NRvRw and -CEfeSCfeNRvRw, in which Rv and Rw 
independently represent hj'drogen, Ci~e alkyl, aryl or aryl(Ci. 6 )alkyL 

The term "halogen" as used herein includes fluorine, chlorine, 
bromine and iodine, especially fiuoro or chloro. 

Where the compounds according to the invention have at least one 
asymmetric centre, they may accordingly exist as enantiomers. Where the 
compounds according to the invention possess two or more asymmetric 
centres, they may additionally exist as diastereoisomers. It is to be 
understood that all such isomers and mixtures thereof in any proportion 
are encompassed within the scope of the present invention. 

Suitable values for the X 1 substituent include hydrogen, fluoro, 
chloro, meth3'l, trifluoromethyl and methoxy; in particular hydrogen or 
fluoro; and especially fluoro. 

Typical values of X 2 include hydrogen and fluoro, especially 
hydrogen. 

Typical^, Z represents an optionally substituted axyl or heteroaryl 

group. 

Selected values for the substituent Z include phenyl, pyridinyl, 
pyridazinyl, pyrimidinyl, pyrazinyl, furyl, thienyl, oxazolyl, isoxazolyl, 
thiazolyl, isothiazolyl, pyrrolyl, pyrazotyl, imidazolyl, oxadiazolyl, 
thiadiazolyl, triazolyl and tetrazotyl, any of which groups may be 
optionally substituted by one or more substituents. 

In one favoured embodiment, Z represents an optionally substituted 
phenyl group, in particular monosubstituted or disubstituted phenyl. In 
another favoured embodiment, Z represents optionally substituted 
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pyridinyl, especially unsubstituted, raonosubstituted or disubstituted 
pyridin-2-yl, pyridin-3-yl or pyridin-4-yL 

Examples of suitable substituents on the group Z include fluoro, 
chloro, cyano, trifluoromethyl, nitro, methyl, hydroxy, methoxy, oxy, 
methanesulphonyl, amino, aminocarbonyl, formyl, methoxycarbonyl and 
-CH=NOH. 

Examples of particular substituents on the group Z include fluoro, 
cyano, trifluoromethyl and methyl, especially fluoro or cyano. 

Detailed values of Z include cyanophenyl, (cyano)(fluoro)phenyl, 
(chloro)(cyano)phenyl, nitrophenyl, methoxyphenyl, methane sulphonyl- 
phenyl, p3rridinyl, fluoro-pyridinyl, difluoro-pyridinjd, - 
(amino)(chloro)p:rridmyl, cyano-pyridinyl, methyl-pyridinyl, hydroxy- 
pyridinyl, methoxy-pyridinyl, oxy-pyridinjd, aminocarbonyl-p3rridinyl, 
pyridazin5'l, pyrimidinyl, pyrazinyl, cyano-thien3d, aminocarbon3'l-thienyl, 
formyl-thienyl, methoxycarbonyl-thienyl, thienyl-CH=NOH, thiazolyl, 
isothiazolyl, pyrrolyl, p3o:azolyl, imidazolyl, triazolyl and methyl- 
tetrazolyl. Additional values of Z include fluorophen34, difluorophenyl and 
trifluorometh3d-phenyl. 

Representative values of Z include hydrogen, fluoro, bromo, cyano, 
cyanomethyl, trifluoromethyl, nitro, hydroxy, methoxy, isopropoxy, formyl, 
methoxycarbon3d, fluorophenyl, difluorophen3d, C3^anophen34, 
(cyano)(fluoro)phenyl, trifluoromethyl-phenyl, pyridinyl, fluoro-p^idinyl, 
difluoro-pyridinyl, cyano-p3 7 ridinyl, triazolyl, (methyl) (trifluoromethyl)- 
pyrazolyl-methoxy, methyltriazolyl-methoxy and pyridinyl-methoxy. 

Specific values of Z include hydrogen, fluoro, bromo, cyano, 
cyanomethyl, trifluoromethyl, nitro, hydroxy, methoxy, isopropoxy, formyl, 
methoxycarbonyl, (cyano) (fluoro)phenyl, pyridinyl, fluoro-pyridinyl, 
difluoro-pyridinyl, triazolyl, (methyl)(trifluorometh3d)pyrazolyl-methoxy, 
methyltriazolyl-ruethox3' and p3?ridinyl-methox3^ 

Suitably, R 1 represents hydrocarbon, a heterocyclic group, -OR a , 
-OSO2CF3, -SR*, -NRaRb or -C0 2 R a - 
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Typically, R* represents hydrocarbon, a heterocyclic group, -OR*, 
-NR a R b or -C0 2 R a - 

Typical values of Ra include Ci- 6 alkyl, C 2 . 6 alkenyl, C 3 . 7 cycloalkyl 
and aryl(Ci. 6 )alkyl (optionaUy substituted by Ci- 6 alkoxy). Suitably, Ra 
represents methyl, ethyl, /r-propyl, isopropyl, allyl, cyclopropyl, cyclohexyl, 
benzyl or inethoxybenzyl. Additionally, Ra may represent ier£-butyl. 

Typical values of Rb include hydrogen and Ci- 6 alkyl. Suitably, R»> 
represents hydrogen or methyl, especially hydrogen. 

Favourably, Ri represents aryl or heteroaryl, either of which groups 
may be substituted by one or more substituents. Typically, the aryl or 
heteroaryl group Ri will be unsubstituted, or substituted by one or two 
substituents. Typical substituents include halogen, Ci- 6 alkyl, 
trifluoromethyl, Ci- 6 alkoxy, cyano and oxo. Suitable substituents include 
halogen, Ci- 6 alkyl, trifluoromethyl, Cm alkoxy and cyano. Particular 
substituents include fluoro, chloro, methyl, trifluoromethyl, methoxy and 
cyano, especially fluoro. 

Illustrative values of Ri include phenyl, halophenyl, dihalophenyl, 
trihalophenyl, (Ci- 6 alkyl) (halo)phenyl, (trifluoromethyl) (halo)phenyl, Clg 
alkoxyphenyl, (Ci- 6 alkoxy)(halo)pheiryl, cyanophenyl, (cyano)(halo)phenyl, 
C3-7 heterocycloalkyl (optionally substituted by oxo), C3.7 
heterocycloalkenyl, heteroaryl (optionally substituted by one or more 
halogen atoms, and/or by oxo), Cm alkoxy, C2-6 alkenyloxy, 
aryl(Ci. 6 )alkoxy, triflyloxy, Ci- 6 alkylthio, Ci-e alkylamino, C 2 -6 
alkenylamino, C3.7 cycloalkylamino, aryl(Ci^)alkylamino (optionaUy 
substituted by Ci- 6 alkoxy) and C2-G alkoxycarbonyl. 

Typical values of Ri include phenyl, halophenyl, dihalophenyl, (Ci- G 
alkyl)(halo)phenyl, (tiifluoromethyl)(halo)phenyl, Clg alkoxyphenyl, (Ci-g 
alkoxy)(halo)phenyl, cyanophen3'l, (cyano)(halo)phenyl, C3.7 
heterocycloalkenyl, heteroaiyl (optionally substituted by one or more 
halogen atoms), Ci- 6 alkoxy, C 2 - 6 alkenyloxy, aryl(Ci- 6 )alkoxy, triflyloxy, 
Ci-6 alkylthio, Ci-e alkylamino, C 2 . 6 alkenylamino, C3-7 cs^cloalkylamino, 
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aryl(Ci.6)alkj4amino (optionally substituted by Ci-6 alkoxy) and C2-6 
alkox5^carboii3d. 

Suitable values of R 1 include phenyl, halophenyl, dihalophenyl, Ci-c 
alkoxj^phenyl, cyanophenyl, (cyano)(halo)phenyl, C3-7 heterocycloalkenyl, 
5 heteroaryl (optionally substituted by halo), Ci- 6 alkoxy, C2-6 alkenyloxy, 

aryl(Ci- 6 )alkoxy, Ci_6 alkylaroino, C2-6 alkenylamino, C3-7 cycloalkylamino, 
aryl(Ci-6)alkylamino (optionally substituted by Ci-6 alkoxy) and C2-6 
alkoxycarbonyl. 

Representative values of R 1 include phenyl, fluorophenyl, 

10 chlorophenyl, difluorophenyl, (chloro)(fluoro)phenyl, trifluorophenjd, 

(fluoro)(methyl)phenyl, (fluoro)(trifluoromethjd)phenyl, methoxyphenyl, 
(fluoro)(methoxy)phenyl, cyanophenyl, (cyano)(fluoro)phenjd, oxo- 
pyrrolidinyl, dihydropyrrolyl, pyridinyl, fluoro-p3>ridinyl, difluoro- 
pyridinyl, oxo -pyridinyl, pyrazinyl, furyl, thienyl, thiazolyl, triazolyl, 

15 raethoxy, ethoxy, allyloxy, benzsdoxy, triflyloxy, ethylthio, tert-butylthio, 
methylamino, ethjdarnino, propylamino, isopropjdainino, allylamino, 
cycloprop3damino, cyclohexylaniino, benzylaniino, methoxybenzyl- amino 
and ethoxycarbons^L 

Particular values of R 1 include phen34, fluorophenyl, chlorophen3d, 

20 difluorophenyl, (chloro)(fluoro)phenyl, (fluoro)(methyl)phenyl, 

(fluoro)(tiifluoromethyl)phenyl, methoxyphenyl, (fluoro)(methoxy)phenyl, 
cyanophenyl, (cyano)(fluoro)phenyl, dihydropsrrrolyl, pyridinyl, fluoro- 
pyridinyl, difluoro-pyridinyl, pyrazinyl, furyl, thienyl, thiazolyl, triazolyl, 
methoxy, ethoxy, allyloxy, benzyloxy, triflyloxy, ethylthio, tert-b\xtylthio y 

25 methylamino, ethylamino, propylamino, isopropylamino, allylamino, 

cyclop ropyla mi no, cyclohexylamino, benz3 r lamino, me thox3 7 benz3d- amino 
and ethoxycarbonyl. 

Individual values of R 1 include phenyl, fluorophenyl, chlorophenyl, 
difluorophenyl, methoxyphen3d, cyanophenyl, (cyano)(fluoro)phenyl, 

30 dihydrop^rolyl, pyridinyl, fluoro-pyridinyl, p;yrazin3d, furyl, thienyl, 

thiazolyl, triazolyl, methoxy, ethoxy, allyloxy, benzyloxy, methylamino, 
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ethylamino, propylamine*, isoprop3daniino, allylamino, C3 r cloprop3danLino, 
cyclohexylaniino, benzylainino, niethoxybenzyl-amino and ethoxycarbonyl. 

In one embodiment, R 1 represents fluorophenyl (especially 2- 
fluorophenyl). 

In another embodiment, R 1 represents fluoro-pyridiiryl (especially 3- 
fluoropyridin-2-yl). 

In a farther embodiment, R 1 represents difluoro-pyridinyl. In one 
aspect of this embodiment, R 1 represents 3,5-difluoropyridin-4-yl. In 
another aspect of this embodiment, R l represents 3,5-difluoropyridin-2-3d. 

In an additional embodiment, R 1 represents trifluorophenyl 
(especial^ 2,4,6-trifluorophenyl). 

Suitably, R 2 represents hydrogen, methoxycarbonyl or 
ethoxycarbonyl. In a particular embodiment, R 2 represents hydrogen. 

A particular sub-class of compounds according to the invention is 
represented by the compounds of formula IIA, and iV-oxides thereof and 
pharmaceutical^ acceptable salts thereof: 




(IIA) 



wherein 

Z is as defined above; 

X 11 represents hydrogen, fluoro, chloro, methyl, trifluoromethyl or 
methox3' r ; 

X 12 represents h3'drogen or fluoro; and 
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R 11 represents phenyl, halophenyl, dihalophenyl, trihalophenyl, 
(Ci-g alkjd)(halo)phenyl, (trifluoromethyl)(halo)phenyl, Ci-e alkoxyphenyl, 
(Ci-6 alkox50(halo)phenyl, cyanophenyl, (cyano)(halo)phenyl, C3-7 
heterocycloalkyl (optionally substituted by oxo), C3-7 heterocycloalkenyl, 
heteroaryl (optionally substituted hy one or more halogen atoms, and/or by 
oxo), C1-6 alkoxy, C2-6 alkenyloxy, aiyl(Ci- 6 )alkoxy, trrfiyloxy, 
C1-6 alkylthio, Ci-6 alkylamino, C2-G alkenylamino, C3-7 cycloalkylaniino, 
aryl(Ci-6)alkylamino (optionally substituted by C1-6 alkoxy) or C2-6 
alkoxj^carbonyL 

The present invention also provides a compound of formula IIA as 
depicted above, or an 2V-oxide thereof or a pharmaceutical^ acceptable salt 
thereof, wherein 

R u represents phenyl, halophenyl, dihalophenyl, (C1-6 alkyl)- 
(halo)phenyl, (trifluoromethyl)(halo)phenyl, Ci-g alkox3rphenyl, (Ci-e 
alkoxy) (halo)phenyl, cyanophenyl, (cyano)(halo)phen3d, C3.7 
heterocycloalkenjd, heteroaryl (optionally substituted by one or more 
halogen atoms), Ci-e alkoxy, C2-6 alkenyloxy, aryl(Ci- 6 ) alkoxy, triflyloxy, 
Ci-6 alkylthio, C1-6 alkylamino, C2-6 alkenylamino, C3-7 cycloalkjdamino, 
aryl(Ci-6)alkylamino (optionally substituted by Ci_6 alkoxy) or C2-6 
alkoxycarbonjd; and 

Z, X 11 and X 12 are as defined above. 

The present invention further provides a compound of formula IIA 
as depicted above, or an iV-oxide thereof or a pharmaceutically acceptable 
salt thereof, wherein 

R 11 represents phenyl, halophenyl, dihalophenyl, Ci-6 alkoxyphenyl, 
C3^anophenyl, (cyano)(halo)phenyl, C3-7 heterocycloalkenyl, heteroaryl 
(optionally substituted by halo), Ci-g alkoxy, C2-6 alkenyloxy, 
aryl(Ci-6)alkoxy, Ci-g alkylamino, C2-G alkenylamino, C3-7 cycloalkylamino, 
aryl(Ci-G)alkylamino (optionally substituted by Ci- 6 alkoxsO or C2-6 
alkoxycarbonyl; and 

Z, X 11 and X 12 are as defined above. 
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Suitable values of X 11 include hydrogen and fluoro, especially fluoro. 

In a favoured embodiment, X 12 represents hydrogen. In another 
embodiment, X 12 represents fluoro. 

Where R 11 represents heteroaiyl, this group is suitably pyridinyl, 
5 p5>razinyl } furyl, thienyl, thiazolyl or triazolyl, especially pyridinyl. 

Representative values of R 11 include phenyl, fluorophenyl, 
chlorophenyl, difluorophenjd, (chloro)(fluoro)phen3d, trifluorophenjd, 
(fluoro) (methyl)phenyl, (fluoro) (trifluorome thy l)phe nyl, methoxyphen3^1, 
(fluoro) (methoxy)p he nyl, cyanophenyl, (cyano)(£Luoro)phenyl, oxo- " 
10 pyrrolidinyl, dihydropyrrolyl, pyridinyl, fluoro-p3?Tidinyl, difluoro- 

pjn-idinyl, oxo-pyridinyl, p.yrazinyl, furyl, thienyl, thiazolyl, triazolyl, 
methoxy, ethoxy, allyloxy, benzyloxy, triflyloxy, ethylthio, £e?^-butylthio, 
inetlrylamino, ethylamino, propylamino, isopropylamino, allylamino, 
C3^clopropylamino, cyclohexylamino, benz3damino, methoxybenzyl-amino 
15 and ethoxycarbonyl. 

Particular values of R 11 include phenyl, fluorophenyl, chlorophenyl, 
difluorophenyl, (chloro)(fluoro)phen3>l, (fluoro) (me thy l)p he nyl, 
(fluoro) (trifluorome thyl)p he nyl, methoxyphenyl, (fluoro)(niethoxy)phenyl, 
cyanophenyl, (cyano)(fluoro)phenyl, dihydropyrrolyl, pyridinyl, fluoro- 
20 p3^ridinyl, difiuoro-pyridinsd, pyrazinyl, furyl, thienyl, thiazolyl, triazolyl, 
methoxy, ethox3^, allyloxy, benzylox3^, triflyloxy^ ethylthio, £er£-butylthio, 
methylamino, ethylamino, propylamino, isopropylamino, allylamino, 
cs^clopropylamino, cyclohex3damino, benzylamino, methoxybenzyl-amino 
and ethoxycarbonyl. 

25 Individual values of R 11 include phenyl, fluorophenyl, chlorophenyl, 

difluorophenyl, methox^henyl, cyan.0ph.en3d, (cyano)(fluoro)phen3d, 
dihydropyrrolyl, pyridinyl, fluoro-pyridinyl, ps^razinyl, furyl, thienyl, 
thiazolyl, triazolyl, methoxy, ethoxy, allyloxy, benzylox3^, methylamino, 
ethylamino, propylamino, isopropylamino, aUylarnino, c3^cloprop3damino, 

30 C3^clohexylamino, benzylamino, methoxybenzyl-amino and ethoxycarbon34. 
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In one embodiment, R 11 represents fluorophenyl (especially 2- 
fluorophenyl). 

In another embodiment, R 11 represents fluoro-pyridinyl (especially 
3-fluoropyildin-2-yl). 

In a further embodiment, R 11 represents difluoro-pyridinyL In one 
aspect of this embodiment, R 11 represents 3,5-difiuoropyridin-4-yl. In 
another aspect of this embodiment, R 11 i-epresents 3,5-chfluoropyridin-2-yL 

In an additional embodiment, R 11 represents trifluorophenyl 
(especiaUy 2,4,6-trifluorophenyl). 

One representative subset of the compounds of formula IIA above is 
represented by the compounds of formula IIB, and iV-oxides thereof and 
pharrnaceutically acceptable salts thereof: 




am 

wherein X 11 , X 12 and R 11 are as defined above; and 
R 3 represents hydrogen or fluoro. 
In one embodiment, R 3 is hydrogen. 

In another embodiment, R 3 is fluoro, in which case the fluorine atom 
R 3 is favourably attached to the phen3d ring at the 4-, 5- or 6-position 
(relative to the cyano group at position 2). 

Another representative subset of the compounds of formula IIA 
above is represented by the compounds of formula IIC, and iV-oxides 
thereof and pharrnaceutically acceptable salts thereof: 
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(IIC) 

wherein X 11 , X 12 and R 11 are as defined above; and 

R 4 represents hydrogen, fluoro, cyano or methyl. 

In one embodiment, R 4 is hydrogen. 

In an additional embodiment, R 4 is fluoro. 

In another embodiment, R 4 is c3^ano. 

In a further embodiment, R 4 is methyl. 

A further representative subset of the compounds of formula IIA 
above is represented by the compounds of formula IID, and iV-oxides 
thereof and pharmaceutically acceptable salts thereof: 




(IID) 

wherein X 11 , X 12 , R 4 and are as defined above; and 
R 5 represents hydrogen or fluoro. 
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Suitably, R 5 represents hydrogen. 

In another embodiment, R 5 represents fluoro. 

A favoured subset of the compounds of formula IID above is 
represented bj^ the compounds of formula HE, and iV-oxides thereof and 
pharmaceutically acceptable salts thereof: 




(HE) 



wherein 

V represents N and W represents CF; or 

V represents CF and W represents N; or 

V and W both represent CF; and 
X 12 and R 5 are as defined above. 

The present invention also provides a compound of formula HE as 
depicted above, or an iV-oxide thereof or a pharmaceutically acceptable salt 
thereof, wherein 

V represents N and W represents CF; or 

V represents CF and W represents N; and 
X 12 and R 5 are as defined above. 

In one embodiment, V is N and W is CF. 

In another embodiment, V is CF and W is N. 

In a further embodiment, V and W are both CF. 
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Specific compounds within the scope of the present invention 
include: 

3,5-diphenylp3aidazine-4-carboxylic acid ethyl ester; 
3,5-diphenylpyxidazine-4-carboxyhc acid methyl ester; 
3,5-diphen3dpyridazine; 

5-[2-fluoro-3-(pyridin-3-3d)phenyl]3-phenylpyridazine; 

5-(3-isopropoxyphenyl)-3-phenylpjn:idazine; 

3-(6-phenylpyridazin-4-yl)benzaldehyde; 

4 5 2'-difluoix>-5'-(6-phenylpyrM^ 

5-(3-cyanophenyl)-3-phenylpyridazine; 

5-(3-bromophenyl)-3-phenylpyridazine; 

3-phenyl-5-[3-(pyridin-3-yl)phenyl]pyridazine; 

3-phensd- 5- (3 - [1 , 2 3 4] triazol- 4-ylphenyl)py ridazine ; 

5-[2,4-dilluoro-3-(pyridin-4-yl)phenyl]-3-phen3dpyridazme; 

5-[3^2-methyl-2i?41,2 J 4]tiiazol-3-ylmethoxy)phenyl]-3-phen3dpyridazine; 

6,2'-difluoro-5'-(6-phenylpyridazin-4-yl)biphenyl-2-carbonitrile; 

544-fluoro-3-(p3a:idm-4-yl)phenyl]-3-phenylp3aidazine; 

544-fluoro-3-(3-fluorop5aidin-2-yl)phenyl]-3-phen3dpyridazin^ 

3-phenyl-5-[3-(p3^ridin-2-ylmethoxy)phenyl]p3n:idazine; 

544-fiuoro-3-(3-fluoropyridin-4-yl)phenyl]-3-phenylp3TLidazine; 

5-[2-fluoro-3-(p3aidin-4-3d)ph^ 

543-(3,5-di£Luorop3aichn-2-yl)-^^ 

5-[4-fluoro-3-(pyridin-3-yl)phenyl]-3-phenylpyridazine; 
[3-(6-phenylpyridazin-4-yl)phenyl]acetonitrile; 

2- fluoro-5-(6-phenylpyridazin-4-3d)benzonitrile; 
5-(3-nitrophenyl)-3-phenylpyridazhie; 

3- (6-phen3dp3^ridazin-4-yl)benzoic acid methyl ester; 
3-(6-phenylpyridazin-4-yl)benzaldehyde; 
5-(3-fluorophenyl)-3-phenylp3^idazine; 
3-phen3d-5-(3-trifluoromethylphenyl)pyridazine; 
5-(3-methoxyphenyl)-3-phenylp3^idazine; 
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5,2'-difluoro-5'K6-phen3dp^ 

3,2 r -difluoro-5'<6-phenylp5aida^in-4-5d)biphenyl-2-carbo 
5-(4-fluoro-3-methoxyphenyl)-3-phenylpyridazine; 

6, 2'-di£luoro-5 / - [6-(4-fluorophen3^1)pyridazin-4-yl]biphenyl-2-carbonitrile; 
5 4-fluoro-3'-(6-phenylpyridazin-4-yl)biphenyl-2-carbonitrile; 
6,2'-difluoro-5'46-(thien-2-3d^ 

6,2'-difluoro-5'-[6-(4-methoxyphenyl)pyTidazin-4-yl]biphenyl-2-carb 
5'46-(3-cHorophen3d)p3aidazin-4^ 
6,2'-difluoro-5'46-(pyridin-3-y^ 
10 5'- [6-(4-chlorophen3d)pyridazin-4-yl] -6, 2'-difluorobiphenyl-2-carbonitrile ; 
6 ? 2'-difluoro-5'-[6-(p5andLn-4^ 

543- (3,5-di£luorop3n:idin-2^ 
pyridazine; 

544- fluoro-3K3-fluoix>p3rri^^ 

15 5-[3<3,5-difluoropyridin-2-yl)-4-fluorophenyl]-3-(2-fluorophenyl)- 
P3?ridaziiie; 

544-fluoro-3-(3-fluoropyri&Ln-^^ 

543-(3,5-difluoropyridin-2-yl)-4^ 

P3>ridazixie; 

20 3-(2,4-difLuorophenyl)-5^3-(3,5-difluorop3a:idin-2-3d)-4-fluorophenyl]- 
P3nidazine; 

5^3<3,5-difluorop3aidin-2-yty^ 
P3a-idazine; 

6,2'-difluoTO-5'-[6-(2-fluoro^ 
25 6,2'-difLuoro-5'-[6-(3-fluorophe^^ 

3-[6<3-fluoropbenyl)p3rridazin-4-yl]benzoriitrile; 

346-(2-fluorophenyl)pyridazin-4-yl]berizonitrile; 

3-[6-(4-fluorophenyl)p3aidazin-4-yl]benzonitrile; 

3-[6.(4-metliox3rpbenyl)p3a'idazin-4-34]benzonitrile; 
30 3- [6- (3 , 4-difluorophenyl)pyridaziii-4-yl]benzonitrile ; 

3-[6-(2,4-difluorophenyl)p3o:idazin-4-yl]benzoriitrile; 
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5'-[6-(2-chlorophenyl)pjaid^ 
3^4-methoxyphenyl)-5-phen3dpyridazine; 

4- fluoro-3'-[6-(4-methoxyphe^ 

5- [3-(3,5-dijluoropyTidiii-2-y^ 
pyridazine; 

3-(4-chlorophenyl)-5-[3-(3,5-difi^ 
pyridazine; 

2- {543<3,5-difluoropyridin^ 
fluor ob e nzonit r ile ; 

3- (4-cHorophenyl)-544-fluoro-3-(3-^ 
544-fluoro-3-(3-fluoropyiidm-2^ 
5-[4-fluoro-3-(3-£Luoropyri<^^ 
3-(2,3-difluorophenyl)-5-[4-fluoro^^^ 
pyridazine; 

5-[4-fluoro-3-(3-fluorop3aidin-2-^^^ 
544-fluoro-3-(3-fluoropyiidm^ 

3- (2,5-difluoroplienyl)-544-flu^^ 
P3rridazine; 

3K3,4-difluorophenyl)-544-fluoro-3-(3-^ 
P3?ridazine; 

4- {544-fluoro- 3 - (3-fluoropyri^ 

iV-[5-(3-bromophenyl)pyridazin-3-yl]-iV-met]iylamm^ 

^[S-CS-bromopheny^pjaidazin-S-ylJ-N-isopropylamiiie; 

iV-[5-(3-bromophenyl)pjaidazin-3-yl]-iV-cyclopropylam 

N-allyl-N- [5-(3-bromophenyl)pyridazin-3-yl] amine; 

A^-[5-(3-bromophenyl)pyridazin-3-yl]-A^-ethylamine 

iV-benzyl-iV-tS^S-broraopheny^pjaidazin-S-yyaraine; 

N- [5 - (3-br omoplienyl)p5>r idazin- 3 -yl] -N- (2-me thoxyb e nzyl) amine ; 

5- (3-bromophenyl)-3-(2,5-dihydrop3rrrol-l-3d)pyridazine; 
5 - (3 -b romophe ny 1) - 3 -e thoxypyridazine ; 
3-allyloxy-5-(3-bromophenyl)p3a'idazine; 
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3-(6-isopropylajninopyridazin-4-3d)benzonitrile; 

3-(6-benz34aminopyiidazin-4-yl)benzon.itrile; 

3-[6-(2-methoxybenzjdamino)p3rridazin-4-3d]benzonitrile; 

3- (6-benzylox5^p3a , idazin-4-3d)benzonitrile; 
5 3'-(6-ethylaminop3aidazm-4^ 

4- fluoro-3'-(6-isopropylaminop3aidazin-4-yl)biphen3d-2-carbom^ 
4-fluoro-3X6-propylajninop3nridazin-4^^ 
3'-(6-cyclopropylaminop3rridazin-4-y^ 

3'-(6-aUylaminopyridazin-4-3d)-4-fluorobiphenyl-2-carbonitrile; 
10 3' - (6-benzylarainop3n:idazin-4-3d)-4-fluorobiphenyl- 2-carbonitrile ; 
4-fluoro-3'-(6-methylaminop3^ 

4- fluoro-3'-(6-methox5^yridazin-4-3d)biphenyl-2-carbonitrile; 
3'-(6-ethox3TP3nridazin-4-yl)-4-fluorobiphen3d-2-carbonitrile; 

3 (6-benzyloxypyridazin-4-yl) -4-£Luorobip henyl- 2-carbonitrile ; 
15 5-(4-fluoro-3-hych*ox3^hen5d)-3-phenylpyridaziae; 

5- [4-fluoro-3-(2-methyl-2iJ4l,2 5 4]triazol-3-ylmethoxy)phenyl]^ 
phenylp3rridazine ; 

5 - [4-fluor o - 3 - (1 - me thyl- 3 - trifle 
3-phenylpyridazine; 
20 5-[4-fluoro-3-(p3addin-4-ylmethoxy)phenyl]-3-phenylp5^ridazm 
5- [4-fluoro-3-(p3aidin-3-yLmetlioxy)phenyl] -3-phenylp5rridazine; 
5-[4-£luoro-3-(3-fluorop5aidin^ 

5-[4-£luoro-3-(3-fluoropyridin-2-yl)phenyl]-3-(pyrazin^ 
5-[4-fluoro-3-(3-fluoropyridin-2-yl)phenyl]-3-(tMazol-2-yl)pyrida 
25 5-[4-fluoro-3-(3-fluoropyiudm 

5-[4-£luoro-3-(3-fluoropyiidin-2-3d)phenyl]-3-(3-fluoropyrid^ 

yl)p3rridazine ; 

544-fluoro-3-(3-fluon>p3^d^ 

yl)pyridazine; 

30 5- [4-fluoro-3-(3-fluoix)pyrid^ acid 
ethyl ester; 
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543-(3,5-difluoropyridin-^ 
p yr idazine - 1 -oxide ; 
3-(2,6-difluorophen3d)-54^^ 
pyridazine; 
5 3-(4-cMoro-2-fluorophenyl)-5-[3^^ 
fluorophenyljpyridazine ; 

543<3,5-difluorop3aidin-2-5d)-4-fluorophenyl]-3-(2-fluor^ 
trifluoromethylphenyl)pyridazirie; 
543H'3,5-di£luoropyridin-2-3d)-4-fluorophenyIJ-^ 
10 pyridazine; 

3-(3,5-difluorop3'ridin-2-yl)-5-[3^ 
fluorophenyljpyridazine; 

trifluoromethanesulfonic acid 5-[4-fluoro-3-(3-fluoropyridin-2- 
yl)phenylJpyridazin-3-yl ester; 
15 3-ethylsulfanjd-5-[4-fluoro-3-^ 

3-£er^butylsulfanyL544-fluoro-3<3-fl^ 

543- (3,5-difluoropjaidin-2-3d)-4-fLuorophenyl]-3-(3-fluoropyri 
P3>ridazine; 

5-[3-(3, 5-difluoropyridin-2-yl)-4-fl 
20 pyridazine; 

544- fluoro~3-(3-fluorop3ard^ 
P3aidazine; 

5-[4-fluoro-3-(3-fluorop3nM^^ 
pyridazine 1-oxide; 

25 544-fluoro-3-(3-fluorop3nridin-2-yl)phenyl]-3-(3-fluoro-l-oxy^ 
P3>ridazine; 

5-[2,4-dmuoro-3<3,5«difluoropyirdin-2^ 
3d)p3aidazine; . 

543-(3,5>difluorop3aidin-2-3d)-4-£luorophenyl]-3-(2-fluoro-4- 
30 inethox3^phenyl)p3o:idazine; 
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5-[4-fluoro-3<3-fluoropyridm^ 
pyridazine; 

3-(3,5-difluoropyridin-^^ 

yl)phenyl]p5rridazine; 

3-(3,5-difluorop5aidin-2-yl)-5^ 

yl)phenyl]pyridazine; 

3<3,5-difluoropyridin-4-y^ 

fluorophenyl]pyridazine; 

3-(3, 5-difluoro- l-oxypyridin-4-jd)- 5- [3-(3, 5-difluoropyridin-2-yl)-4-fluoro- 

phenyl]p3?xidazine; 

5'46-(3 3 5-difiuoropyridiii-2-yl)pyrM^ 

carbonitrile; 

5'-[6<3,5-difluoropyridin-4-yl)pyridazin-4-yl]-2'-fluorob 
carbonitrile; 

4,2 , -difluoro-5 r 46-(3 5 5-difluoropyridin-4-yl)pyridazin-4-yl]b 
carbonitrile; 

4,2'-difluoi7>5'46-(3 3 5-dMuorop3addm^ 
carbonitrile; 

2-{546<3,5-difluorop5aidm-4-5^ 
nicotinonitrile; 

2- {5-[6<3,5-difluorop3n:idin^ 
nicotinonitrile; 

2'-fluoro-5'46K2-oxopyrroUdin-^ 

2'-fluoro-5'-[6-(2-oxo-2iJ-pyri&^^ 

carbonitrile; 

6,2'-difluoro-5'-[6-(3,5-difluoro^ 
carbonitrile; 

3- (3,5-difluorop^idin-2-y^ 

3-(3,5-difluorop3ardm-2-3d)-5-(6^ 
pyridazine; 

5-(6,2'-dmuorobiphen3d-3-yl)-3-(3,5-difluoropyridin-2-3d)pyridazm^ 
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3-(3,5-difluoropyiidin-2^ 

5-[3-(3,5-diiluoropyrifo^ 

pjnridazine; 

and pharmaceutically acceptable salts thereof. 
5 Also provided by the present invention is a method for the 

treatment and/or prevention of anxiety which comprises administering to 
a patient in need of such treatment an effective amount of a compound of 
formula I as defined above or a pharmaceutically acceptable salt thereof. 
Further pro vided by the present invention is a method for the * 

10 treatment and/or prevention of convulsions (e.g. in a patient suffering from 
epilepsy or a related disorder) which comprises administering to a patient 
in need of such treatment an effective amount of a compound of formula I 
as defined above or a pharmaceutically acceptable salt thereof. 

The binding affinitj^ (Ki) of the compounds according to the present 

15 invention for the ct3 sub unit of the human GABAa receptor is conveniently 
as measured in the assay described hereinbelow. The ot3 subunit binding 
affinity (Ki) of the anxiolytic compounds of the invention is ideally 50 nM 
or less, preferably 10 nM or less, and more preferably 5 nM or less. 

The anxioljrtic compounds according to the present invention will 

20 ideally elicit at least a 40%, preferably at least a 50%, and more preferably 
at least a 60%, potentiation of the GABA EC20 response in stably 
transfected recombinant cell lines expressing the cc3 subunit of the human 
GABAa receptor. Moreover, the compounds of the invention will ideally 
elicit at most a 30%, preferably at most a 20%, and more preferably at 

25 most a 10%, potentiation of the GABA EC20 response in stably transfected 
recombinant cell lines expressing the al subunit of the human GABAa 
receptor. 

The potentiation of the GABA EC20 response in stably transfected 
cell fines expressing the a3 and al subunits of the human GABAa receptor 
30 can conveniently be measured by procedures analogous to the protocol 
described in Wafford et al, Mol. Pharmacol, 1996, 50, 670-678. The 
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procedure will suitably be carried out utilising cultures of stably 
transfected eukaryotic cells, typically of stably transfected mouse Ltk~ 
fibroblast cells. 

The compounds according to the present invention may exhibit 
anxiolj'tic activity, as may be demonstrated by a positive response in the 
elevated plus maze and conditioned suppression of drinking tests (cf. 
Dawson et aL, Psychopharmacology, 1995, 121, 109-117). Moreover, the 
compounds of the invention are likely to be substantially non-sedating, as 
may be confirmed by an appropriate result obtained from the response 
sensitivity (chain-pulling) test (cf. Bayley et al, J. PsychopharmacoL, 
1996, 10, 206-213). 

The compounds according to the present invention may also exhibit 
anticonvulsant activity. This can be demonstrated by the ability to block 
pentylenetetrazole-induced seizures in rats and mice, following a protocol 
analogous to that described by Bristow et aL in J. Pharmacol Exp. Thei\, 
1996, 279, 492-501. 

In another aspect, the present invention provides a method for the 
treatment and/or prevention of cognitive disorders, including dementing 
conditions such as Alzheimer's disease, which comprises administering to 
a patient in need of such treatment an effective amount of a compound of 
formula I as defined above or a pharmaceutical^ acceptable salt thereof. 

Cognition enhancement can be shown by testing the compounds in 
the Morris watermaze as reported by McNamara and Skelton, 
Psychobiology, 1993, 21, 101-108. Further details of relevant methodology 
are described in WO 96/25948. 

Cognitive disorders for which the compounds of the present 
invention may be of benefit include delirium, dementia, amnestic 
disorders, and cognition deficits, including age-related memory deficits, 
due to traumatic injury, stroke, Parkinson's disease and Down Syndrome. 
Any of these conditions may be attributable to substance abuse or 
withdrawal. Examples of dementia include dementia of the Alzheimer's 
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type with early or late onset, and vascular dementia, any of which may be 
uncomplicated or accompanied by delirium, delusions or depressed mood; 
and dementia due to HIV disease, head trauma, Parkinson's disease or 
Creutzfeld- Jakob disease. 
5 In order to elicit their behavioural effects, the compounds of the 

invention will ideally be brain-penetrant; in other words, these compounds 
will be capable of crossing the so-called "blood-brain barrier". Preferably, 
the compounds of the invention will be capable of exerting their beneficial 
therapeutic action following administration by the oral route. 
IQ The invention also provides pharmaceutical compositions 

comprising one or more compounds of this invention in association with a 
pharmaceuticaUy acceptable carrier. Preferably these compositions are in 
unit dosage forms such as tablets, pills, capsules, powders, granules, 
sterile parenteral solutions or suspensions, metered aerosol or liquid 
15 sprays, drops, ampoules, auto-injector devices or suppositories; for oral, 
parenteral, intranasal, sublingual or rectal administration, or for 
administration by inhalation or insufflation. For preparing solid 
compositions such as tablets, the principal active ingredient is mixed with 
a pharmaceutical carrier, e.g. conventional tableting ingredients such as 
20 corn starch, lactose, sucrose, sorbitol, talc, stearic acid, magnesium 
stearate, dicalcium phosphate or gums, and other pharmaceutical 
diluents, e.g. water, to form a solid preformulation composition containing 
a homogeneous mixture of a compound of the present invention, or a 
pharmaceutically acceptable salt thereof. When referring to these 
25 preformulation compositions as homogeneous, it is meant that the active 
ingredient is dispersed evenly throughout the composition so that the 
composition may be readily subdivided into equally effective unit dosage 
forms such as tablets, pills and capsules. This solid preformulation 
composition is then subdivided into unit dosage forms of the type described 
30 above containing from 0.1 to about 500 mg of the active ingredient of the 

present invention. Typical unit dosage forms contain from 1 to 100 mg, for 
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example 1, 2, 5, 10, 25, 50 or 100 mg, of the active ingredient. The tablets 
or pills of the novel composition can be coated or otherwise compounded to 
provide a dosage form affording the advantage of prolonged action. For 
example, the tablet or pill can comprise an inner dosage and an outer 
5 dosage component, the latter being in the form of an envelope over the 

former. The two components can be separated by an enteric layer which 
serves to resist disintegration in the stomach and permits the inner 
component to pass intact into the duodenum or to be delayed in release. A 
variety of materials can be used for such enteric layers or coatings, such 

10 materials including a number of polymeric acids and mixtures of polymeric 
acids with such materials as shellac, cetyl alcohol and cellulose acetate. 

The liquid forms in which the novel compositions of the present 
invention may be incorporated for administration orally or by injection 
include aqueous solutions, suitably flavoured sjnrups, aqueous or oil 

15 suspensions, and flavoured emulsions with edible oils such as cottonseed 
oil, sesame oil, coconut oil or peanut oil, as well as elixirs and similar 
pharmaceutical vehicles. Suitable dispersing or suspending agents for 
aqueous suspensions include S5^nthetic and natural gums such as 
tragacanth, acacia, alginate, dextran, sodium carboxymethylcellulose, 

20 methylcellulose, poly^dnjd-pyrrolidone or gelatin. 

In the treatment of neurological disorders, a suitable dosage level is 
about 0.01 to 250 mg/kg per day, preferably about 0.05 to 100 mg/kg per 
day, and especialfy about 0.05 to 5 mg/kg per day. The compounds maj' be 
administered on a regimen of 1 to 4 times per day. 

25 The compounds in accordance with the present invention may be 

prepared by a process which comprises reacting a compound of formula III 
with a compound of formula IV: 
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ail) (IV) 



wherein X\ X2, Z, Ri and R2 are as denned above, represents a suitable 
leaving group, and M* represents a boronic acid moiety -B(OH) 2 or a cyclic 
ester thereof formed with an organic diol, e.g. pinacol, 1,3-propanediol or 
neopentyl glycol, or Mi represents -Sn(Alk) 3 in which Alt represents a Ci- 6 
alkyl group, typically /i-butyl or methyl, or Mi represents -ZnHal in which 
Hal represents a halogen atom, e.g. chloro; in the presence of a transition 
metal catalyst. 

The leaving group L 1 is typicaUy a halogen atom, e.g. iodo, bromo or 

chloro. 

The transition metal catalyst of use in the reaction between 
compounds III and IV is suitably tetrakis(triphenylphosphine)- 
palladium(O). The reaction is conveniently carried out at an elevated 
temperature in a solvent such as iV,iV-dimethylacetaniide, 1,4-dioxane or 
tetrahydrofuran, advantageously in the presence of potassium phosphate, 
copper© iodide, sodium carbonate or cesium carbonate. Alternatively, the 
transition metal catalyst employed may be dichloro[l,l'-bis(diphen3d- 
phosphino)ferrocene]paUadium(II), in which case the reaction is 
conveniently effected at an elevated temperature in a solvent such as N,N- 
dimethjdformamide, advantageously in the presence of potassium 
phosphate. 

In an alternative procedure, the compounds according to the present 
invention may be prepared by a process which comprises reacting a 
compound of formula V with a compound of formula VI: 



WO 2004/014865 



30 



PCT/GB2003/003376 , 




(V) (VI) 



wherein X 1 , X 2 , Z, R 1 , R 2 , L 1 and M 1 are as defined above; in the presence 
of a transition metal catalyst; tinder conditions analogous to those 
described above for the reaction between compounds III and IV. 

In another procedure, the compounds according to the present 
invention may be prepared by a process which comprises reacting a 
compound of formula VII with a compound of formula VIII: 



M 1 Z 



(VIII) 

wherein X 1 , X 2 , Z, R 1 , R 2 , L 1 and M 1 are as defined above; in the presence 
of a transition metal catalyst; under conditions analogous to those 
described above for the reaction between compounds III and IV. 

In the compounds of formula VI and VII above, the leaving group L 1 
is typically trifluoromethanesulfonyloxy (triflyloxy); or a halogen atom, 
e.g. bromo. 

Alternatively, the compounds according to the present invention 
may be prepared by a process which comprises reacting a compound of 
formula IX with a compound of formula X: 
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L 1 Z 



(X) 

wnerejJUL .at, zj, jx^, xv, ju* itxiu ivx^ ctre us uexxneu. auuve, ±11 tne presence 
of a transition metal catalyst; under conditions analogous to those 
described above for the reaction between compounds HI and IV. 

In an additional procedure, the compounds according to the present 
invention in which Z represents Ci-g alkoxy or optionally substituted 
heteroaryl(Ci-6)alkoxy may be prepared by a process which comprises 
reacting a compound of formula XI with a compound of formula XII: 



Z 1 — OH 



(XII) 

wherein X 1 , X 2 , R 1 and R 2 are as defined above, and Z 1 represents Ci-6 
alkyl or optionally substituted heteroaryl(Ci-G)alkyl; in the presence of 
triphenylphosphine and a dialkyl azodicarboxylate, e.g. diisopropsd 
azodicarbox3date (DIAD) or diethyl azodicarboxylate (DEAD). 

The reaction is conveniently carried out by stirring in a solvent such 
as tetrahydrofuran. 

Where M 1 in the intermediates of formula IV and IX above 
represents a boronic acid moiety -B(OH)2 or a C3^cHc ester thereof formed 
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with pinacol or neopentyl glycol, the relevant compound IV or IX may be 
prepared by reacting bis(pinacolato)diboron or bis(neopentyl 
glycolato)diborane respectively with a compound of formula VI or VII as 
defined above; in the presence of a transition metal catalyst. 
5 The transition metal catalyst of use in the reaction between 

bis(pinacolato)diboron or bis(neopentyl glycolato)diborane and compound 
VI or VII is suitably dichloro[l 3 l'-bis(diphenylphosphino)ferrocene]- 
palladium(II). The reaction is convenient^ carried out at an elevated 
temperature in a solvent such as 1,4-dioxane, optionally in admixture with 

10 dimethylsulfoxide, typically in the presence of 1,1'- 

bis(diphenylphosphino)ferrocene and/or potassium acetate. 

Where L 1 in the intermediates of formula VII above represents 
triflyloxy, the relevant compound VII may be prepared by reacting the 
appropriate compound of formula XI as defined above with triflic 

15 anhydride, typical^ in the presence of pyridine. Analogous conditions 
may be utilised for preparing a compound of formula VI wherein L 1 
represents triflyloxy from the corresponding hydrox}' precursor. 

The intermediates of formula XI above may suitably be prepared 
from the appropriate raethoxy-substituted precursor of formula XIII: 

20 




(XIII) 



wherein X 1 , X 2 , R 1 and R 2 are as defined above; by treatment with boron 
tribromide, typically in chloroform or dichloromethane; or with hydrogen 
25 bromide, typically in acetic acid at reflux. 
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Where M 1 in the intermediates of formula V above represents 
-Sn(Alk)3 and Alk is as defined above, this compound may be prepared by 
reacting a compound of formula III as defined above with a reagent of 
formula (Alk)3Sn-Hal, in which Hal represents a halogen atom, typically 
chloro. The reaction is conveniently effected by treating compound III 
with isopropylmagnesium chloride, typically in a solvent such as 
tetrahydrofuran, with subsequent addition of the stannyl reagent 
(Alk) 3 Sn-HaL 

In a further procedure, the compounds according to the present 
invention wherein R 1 represents an aryl or heteroaryl moiety may be 
prepared by a process which comprises reacting a compound of formula 
XIV with a compound of formula XV: 




wherein X 1 , X 2 , Z, R 2 , L 1 and M 1 are as defined above, and R la represents 
an aryl or heteroaryl moiety; in the presence of a transition metal catalyst; 
under conditions analogous to those described above for the reaction 
between compounds III and IV. 

In the compounds of formula XV above, the leaving group L 1 is 
t}>pically triflyloxy; or a halogen atom, e.g. chloro. 

The transition metal catalyst of use in the reaction between 
compounds XIV and XV is suitably tetrakis(triphenylphosphine)- 
palladium(O), in which case the reaction is conveniently effected at an 
elevated temperature in a solvent such as tetrahydrofuran, 1,4-dioxane or 
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AT-dimethylformainide, typically in the presence of sodium carbonate. 
Alternatively, the transition metal catalyst may suitably be palladium 
bis(diphenylphosphinylbutane)dicMoride, in which case the reaction is 
conveniently effected at an elevated temperature in a solvent such as 
5 tetrahydrofuran, typically in the presence of sodium carbonate. 

In a still further procedure, the compounds according to the present 
invention wherein R 1 represents an aryl or heteroaryl moiety may be 
prepared by a process which comprises reacting a compound of formula 
XVI with a compound of formula XVII: 

10 




(XVI) (XVII) 



wherein X 1 , X 2 , Z, R la , R 2 , L 1 and M 1 are as defined above; in the presence 
of a transition metal catalj^st; under conditions analogous to those 

15 described above for the reaction between compounds III and IV. 

The intermediates of formula XVII wherein M 1 represents -Sn(Alk>3 
and Alk represents Ci-6 alkyl, e.g. methyl, may be prepared by reacting a 
compound of formula XV as defined above with a reagent of formula 
(Alk)33n-Sn(Alk)3- The reaction is conveniently effected in the presence of 

20 a transition metal catalyst, e.g. tetrakis(triphenylphosphine)palladixim(0), 
with heating in a solvent such as 1,4-dioxane, typically in the presence of 
lithium chloride. 

In a yet further procedure, the compounds according to the present 
invention wherein R 1 represents lI?-[l,2,3]triazol-4-yl may be prepared by 
25 a process which comprises reacting a compound of formula XVIII: 
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TMS 




wherein X\ X 2 , Z and R 2 are as defined above, and TMS is an abbreviation 
for triniethylsilanyl; with sodium azide. 

The reaction is conveniently effected by stirring the reactants in a 
solvent such as iViV-dimethylformarnide. 

The intermediates of formula XVIII may be prepared by reacting a 
compound of formula XV with TMS-acetylene, in the presence of a 
transition metal catalyst such as bis(triplienylphosphine)palladiuin(II) 
chloride. The reaction is conveniently effected by stirring in a solvent such 
as tetrahydrofuran, typically in the presence of triethylamine, 
triphenylphosphine and copper (I) chloride. 

The compounds according to the present invention wherein Ri 
represents -OR* may be prepared by a process which comprises reacting a 
compound of formula XV as defined above with a compound of formula 
R a -OH, wherein R a is as defined above. The reaction is conveniently 
carried out in the presence of a base such as sodium hydride or sodium 
ethoxide. 

The compounds according to the present invention wherein Ri 
represents -SR* may be prepared by a process which comprises reacting a 
compound of formula XV as defined above with a salt of formula R*S-Na + , 
wherein Ra is as defined above. The reaction is conveniently carried out in 
the presence of a solvent such as iV-dimeth3dformarnide. 
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The compounds according to the present invention wherein R 1 
represents -NR a R b maj^ be prepared by a process which comprises reacting 
a compound of formula XV as defined above with a compound of formula 
H-NR a R b , wherein R a and R b are as defined above. The reaction is 
5 conveniently effected by stirring at an elevated temperature, typically in a 
solvent such as tetrahydrofuran. 

The compounds according to the present invention wherein R 1 
represents -C02R a may be prepared by a process which comprises reacting 
a compound of formula XV as defined above with carbon monoxide and a 
10 compound of formula R a -OH, wherein R a is as defined above; in the 
presence of a transition metal catalyst. 

The transition metal catalyst of use in the foregoing reaction is 
ideally [l,l / -bis(diphenylphosphino)ferrocene]palladium(II) chloride, in 
which case the reaction is conveniently carried out at an elevated 
15 temperature in a solvent such as iV,iV-dimethylformamide, optionaDy in 
admixture with dichloromethane, tj^picalfy in the presence of sodium 
acetate. 

The intermediates of formula XV wherein L 1 represents triflyloxy 
ma}' be prepared hy reacting a compound of formula XIX: 

20 




(XIX) 

wherein X 1 , X 2 , Z and R 2 are as defined above; with iV-phenjdtriflylimide, 
typically in the presence of triethylamine, in a solvent such as 
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dichloroniethane; or with triflic anhydride, typically in the presence of 
pyridine. 

Moreover, the intermediates of formula XV wherein L 1 represents 
chloro may be prepared by treating the requisite compound of formula XIX 
with phosphorus oxychloride at an elevated temperature. 

The intermediates of formula XIX may be prepared by reacting a 
compound of formula IV as defined above with a compound of formula XX: 



wherein R 2 and Li are as defined above; in the presence of a transition 
metal catalyst; under conditions analogous to those described above for the 
reaction between compounds III and IV. 

Alternatively, the intermediates of formula XIX may be prepared by 
reacting a compound of formula XXI: 




(XX) 



o 




(XXI) 



wherein X\ X 2 , Z and R 2 are as defined above; with hydrazine hydrate, 
typically in ethanol at reflux. 
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The compounds according to the present invention wherein Z 
represents cyano may be prepared by a process which comprises reacting a 
compound of formula VII above wherein L 1 represents a halogen atom, e.g. 
bromo, with zinc cyanide; in the presence of a transition metal catalyst. 
5 The transition metal catalyst of use in the foregoing reaction is 

ideally tetrakis(triphenylphosphine)palladium(0) J in which case the 
reaction is conveniently effected at an elevated temperature in a solvent 
such as Ar,iV-dimethylformamide. 

The compounds according to the present invention wherein R 2 
10 represents methox5^carbonyl may be prepared by a process which 
comprises reacting a compound of formula XXII: 




(XXII) 



15 wherein X 1 , X 2 , Z and R 1 are as defined above; with diazomethane. 

The reaction is conveniently accomplished by stirring in a solvent 
such as diethyl ether. 

The intermediates of formula XXII may be prepared by saponifying 
a compound of formula I wherein R 2 represents C2-6 alkoxycarbonyl, 
20 typically by treatment with potassium hydroxide in refluxing aqueous 
methanol. 

The compounds according to the present invention wherein R 2 
represents C2-6 alkoxycarbonyl may be prepared by a process which 
comprises reacting a compound of formula XXIII: 



25 
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R 1 




(XXIII) 



wherein X 1 , X 2 , Z and R 1 are as defined above, and R 2a represents C2-6 
alkoxycarbonyl; with diazomethane. 
5 The reaction is conveniently effected by stirring' in a solvent such as 

diethyl ether. 

The compounds of formula XI and XIII above correspond to 
compounds of formula I as defined above wherein Z represents hydroxy 
and methoxy respectively, and they may therefore be prepared by an3' of 

10 the methods described above for the preparation of the compounds 

according to the invention. Moreover, where L 1 in compounds VII and XV 
above represents a halogen atom, or where L 1 in compound XV represents 
triflyloxy, these compounds correspond to compounds of formula I as 
defined above, and they therefore constitute compounds in accordance with 

15 the invention in their own right. 

Where they are not commercially available, the starting materials 
of formula III, VIII, X, XII, XIV, XVI, XX, XXI and XXIII may be prepared 
by methods analogous to those described in the accompanying Examples, 
or by standard methods well known from the art. 

20 It will be understood that any compound of formula I initially 

obtained from any of the above processes may, where appropriate, 
subsequent^ be elaborated into a further compound of formula I by 
techniques known from the art. For example, a compound of formula I 
initially obtained maj' be converted into the iV-oxide derivative thereof by 

25 treatment with 7?i-chloroperbenzoic acid. A compound of formula I 
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wherein R 1 represents -C(0-Alk 1 )2R a initially obtained, wherein Alk 1 is 
Ci-6 alkyl, tjrpically methyl or ethyl, may be converted into the 
corresponding compound of formula I wherein R 1 represents -COR a by 
hydrolysis with a mineral acid, typically aqueous hydrochloric acid. A 
5 compound wherein R 1 represents formyl may be reduced with sodium 
triacetoxyborohydride to the corresponding compound wherein R 1 
represents hydroxymethyl. A compound of formula I wherein R 1 
represents C2-6 alkoxycarbonyl may be reduced with lithium aluminium 
hydride to the corresponding compound of formula I wherein R 1 represents 

10 hydroxymethyl. A compound of formula I wherein R 1 represents 

hydroxymethyl may be oxidised to the corresponding compound of formula 
I wherein R 1 represents formyl by treatment with manganese dioxide. 
The formyl derivative thereby obtained may be condensed with a 
hj'djroxylamine derivative of formula H2N-OR b to provide a compound of 

15 formula I wherein R 1 represents -CH=NOR b . Furthermore, a compound of 
formula I wherein R 1 represents -CH=NOH may be treated with 
triethylamine in the presence of l,l'-carbonyldiimidazole to afford a 
corresponding compound of formula I wherein R 1 represents cyano. 
Alternatively, the compound of formula I wherein R 1 represents formjd 

20 may be reacted with a Grignard reagent of formula R a MgBr to afford a 
compound of formula I wherein R 1 represents -CH(OH)R a and this 
compound may in turn be oxidised using manganese dioxide to the 
corresponding compound of formula I wherein R 1 represents -COR a . The 
latter compound may then be condensed with a hydxoxylamine derivative 

25 of formula H2N-OR b to provide a compound of formula I wherein R 1 

represents -CR a =NOR b . A compound of formula I wherein R 1 represents 
-CH(OH)R a may be converted into the corresponding compound of formula 
I wherein R 1 represents -CHFR a by treatment with (diethylamino) sulfur 
trifluoride (DAST). Similarly, a compound of formula I wherein R 1 

30 represents -COR a may be converted into the corresponding compound of 
formula I wherein R 1 represents -CF2R a by treatment with DAST. A 
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compound of formula I wherein R 1 represents amino may be converted into 
the corresponding compound of formula I wherein R 1 represents chloro by 
diazotisation, using sodium nitrite, followed by treatment with copper(I) 
chloride. A compound of formula I wherein R 1 represents -COCH3 may be 
5 treated with thioacetamide in the presence of pyridinium tribromide to 

furnish the corresponding compound of formula I wherein R 1 represents 2- 
methjdthiazol-5-yl. Moreover, a compound of formula I wherein R 1 is 
formyl may be treated with (p-tolylsulfonyl)methyl isocyanide (TosMIC) in 
the presence of potassium carbonate to afford the corresponding compound 

10 of formula I wherein R 1 represents oxazol-5-yl. A compound of formula I 
wherein R 1 represents hydroxymethyl may be treated with carbon 
tetrabromide and triphenylphosphine to afford the corresponding 
compound of formula I wherein R 1 represents bromomethyl, which maj^ 
then be reacted (typically in situ) with the sodium salt of imidazole or 1H- 

15 [l,2,4]triazole to provide a compound of formula I wherein R 1 represents 
imidazol-l-ylmethyl or [l,2,4]triazol-l-ylmethyl respectively; or with the 
sodium salt of l£T-[l,2,3]triazole to provide a mixture of compounds of 
formula I wherein R 1 represents [l,2,3]triazol-l-ylmethyl and 
[l,2,3]triazol-2-ylmethyl; or with morpholine to provide a compound of 

20 formula I wherein R 1 represents morpholin-4-ylmethyl. A compound of 
formula I wherein R 1 represents chloro may be converted into the 
corresponding compound wherein R 1 represents 2-oxop3?xrolidin-l-yl by 
treatment with pyrrolidin-2-one in the presence of sodium hydride. A 
compound of formula I wherein R 1 represents chloro may be converted into 

25 the corresponding compound wherein R 1 represents 2-oxopyridin-l-yl by 
treatment with 2-hj> r (h-oxypyridine in the presence of copper® iodide. A 
compound of formula I wherein Z is substituted with methoxy ma3^ be 
converted to the corresponding compound wherein Z is substituted with 
hydroxy by treatment with boron tribromide. 

30 Where a mixture of products is obtained from any of the processes 

described above for the preparation of compounds according to the 
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invention, the desired product can be separated therefrom at an 
appropriate stage by conventional methods such as preparative HPLC; or 
column chromatography utilising, for example, silica and/or alumina in 
conjunction with an appropriate solvent sj^stem. 
5 Where the above-described processes for the preparation of the 

compounds according to the invention give rise to mixtures of 
stereoisomers, these isomers ma}^ be separated by conventional techniques 
such as preparative chromatography. The novel compounds may be 
prepared in racemic form, or individual enantiomers may be prepared 

10 either by enantiospecific synthesis or by resolution. The novel compounds 
may, for example, be resolved into their component enantiomers by 
standard techniques such as preparative HPLC, or the formation of 
diastereomeric pairs by salt formation with an optically active acid, such 
as (-)-di-p-toluoyl-d- tartaric acid and/or (+)-di-p-toluoyl-l-tartaric acid, 

15 followed by fractional crystallization and regeneration of the free base. 

The novel compounds may also be resolved by formation of diastereomeric 
esters or amides, followed by chromatographic separation and removal of 
the chiral auxiliary. 

During any of the above synthetic sequences it may be necessary 

20 and/or desirable to protect sensitive or reactive groups on anj^ of the 

molecules concerned. This ma3^ be achieved by means of conventional 
protecting groups, such as those described in Protective Groups in Organic 
Chemistry, ed. J.F.W. McOmie, Plenum Press, 1973; and T.W. Greene & 
P.G.M. Wuts, Protective Groups in Organic Synthesis, John Wiley & Sons, 

25 3rd edition, 1999. The protecting groups may be removed at a convenient 
subsequent stage using methods known from the art. 

The following Examples illustrate the preparation of compounds 
according to the invention. 

The compounds in accordance with this invention potently inhibit 

30 the binding of [ 3 H]-flumazenil to the benzodiazepine binding site of human 
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GABAa receptors containing the oc2 and/or a3 and/or <x5 subunit stably 
expressed in Ltk- cells. 

Reagents 

5 • Phosphate buffered saline (PBS). 

• Assay buffer: 10 mM KH2PO4, 100 mM KC1, pH 7.4 at room temperature. 

• PH]-Flumazenil (18 nM for oelp3y2 cells; 18 nM for a2p3y2 cells; 10 nM 
for a3p3y2 cells; 10 nM for a5p3y2 cells) in assay buffer. 

• Flunitrazepam 100 pM in assay buffer. 

10 • Cells resuspended in assay buffer (1 tray to 10 ml). 

Harvesting Cells 

Supernatant is removed from cells. PBS (approximately 20 ml) is 
added. The cells are scraped and placed in a 50 ml centrifuge tube. The 
15 procedure is repeated with a further 10 ml of PBS to ensure that most of 
the cells are removed. The cells are pelleted by centrifuging for 20 min at 
3000 rpm in a benchtop centrifuge, and then frozen if desired. The pellets 
are resuspended in 10 ml of buffer per tray (25 cm x 25 cm) of cells. 

20 Assay 

Can be carried out in deep 96-well plates or in tubes. Each tube 
contains: 

• 300 jjI of assay buffer. 

• 50 \xl of [ 3 H]-fLumazenil (final concentration for aip3y2: 1.8 nM; for 
25 a2p3y2: 1.8 nM; for a3p3y2: 1.0 nM; for a5p3y2: 1.0 nM). 

• 50 id of buffer or solvent carrier (e.g. 10% DMSO) if compounds are 
dissolved in 10% DMSO (total); test compound or flunitrazepam (to 
determine non-specific binding), 10 joM final concentration. 

• 100 p.1 of cells. 

30 Assays are incubated for 1 hour at 40°C, then filtered using either a 

Tomtec or Brandel cell harvester onto GF/B filters followed by 3 x 3 ml 
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washes with ice cold assay buffer. Filters are dried and counted by liquid 
scintillation counting. Expected values for total binding are 3000-4000 
dpm for total counts and less than 200 dprn for non-specific binding if 
using liquid scintillation counting, or 1500-2000 dpm for total counts and 
less than 200 dpm for non-specific binding if counting with meltilex solid 
scintillant. Binding parameters are determined by non-linear least 
squares regression analysis, from which the inhibition constant Ki can be 
calculated for each test compound. 

The compounds of the accompanying Examples were tested in the 
above assay, and all were found to possess a Ki value for displacement of 
[ 3 H]-flumazenil from the oc2 and/or <x3 and/or a5 subunit of the human 
GABAa receptor of 100 nM or less. 

EXAMPLE 1 

3.5-Diphenvlp^rtidazine-4-carboxvlic acid ethyl ester 

2,3-Diphenylcycloprop-2-enecarbox3^hc acid eth3d ester (3.5 g, 13.2 
mmol) in diethyl ether (20 ml) was added to a solution of diazomethane 
(66.4 mmol) in 125 ml ether and stirred in the absence of light for 3 days. 
Acetic acid was added dropwise until evolution of N2 gas had ceased. 
Further portions of acetic acid were added before heating to reflux for 4 h. 
The reaction was concentrated and purified by column chromatography 
using 10-30% ethyl acetate/hexanes to give the title compound as a pale 
3'ellow solid (1.77 g). 5 H (400 MHz, d^ DMSO) 0.84 (3H, t, J 7.0), 4.02 (2H, 
q, J 7.0), 7.54-7.58 (8H, m), 7.62-7.65 (2H, m), 9.48 (1H, s); mlz (ES + ) 305. 

EXAMPLE 2 

3,5-Diphenvlmaidazine-4-carboxvlic acid methyl ester 

The product from Example 1 (1.17 g, 3.84 mmol) and potassium 
hydroxide (0.86 g, 15.3 mmol) were heated to reflux in methanol/HoO (25 
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ml/3 ml) for 18 h. The reaction was cooled to room temperature and 
acidified with 2N HC1 to give 3,5-diphenylpyridazine-4-carbox T Hc acid as a 
pale yellow solid which was collected by filtration (0.94 g). 8 H (400 MHz, d« 
DMSO) 7.55-7.57 (6H, m), 7.60-7.63 (2H, m), 7.71-7.73 (2H, m), 9.40 (1H, 
5 s); m/z (ES + ) 277. 

A solution of diazomethane (0.6 mmol) in diethyl ether (5 ml) was 
added dropwise to the product from above (0.1 g, 0.36 mmol) suspended in 
diethyl ether (10 ml). The resultant clear solution was stirred for 18 h. 
Acetic acid was added and the reaction stirred for 1 h before concentrating. 
0 The title compound was obtained as a pale yellow solid by recrystallisin* 
from ethyl acetate-hexanes (78 mg). 8 H (400 MHz, d G DMSO) 3.54 (3H, s), 
7.53-7.58 (8H, m), 7.62-7.66 (2H, m), 9.49 (1H, s); m/z (ES + ) 291. 



EXAMPLE 3 

15 

3,5-Diphenylpyridazine 

3-Phenyl-5-(tri-7i-butylstannyl)pyridazine (100 mg, 0.22 mmol), 
bromobenzene (32 ul, 0.27 mmol) and tetralds(triphenylphosphine)- 
palladium(0) (5 mg) in tetrahydrofuran (2 ml) were combined and heated 

20 to 150°C for 600 s in a Smith S3^nthesiser microwave reactor (Personal 
Chemistry, Uppsala, Sweden). The reaction was diluted with CH 2 C1 2 (6 
ml) and H 2 0 (2 ml) then poured into a PTFE (5 uM) fritted syringe barrel. 
The organic phase was collected and concentrated to leave 100 mg of crude 
product. Part of the sample was purified by HPLC with mass triggered 

25 fraction coUection to give the title compound as a gum (3.1 mg). 5 H (400 

MHz, d<= DMSO) 7.55-7.64 (6H, m), 8.06 (2H, dd, J 8.0, 1.6), 8.28 (2H, dd, J 
8.0, 1.6), 8.46-8.47 (1H, d, J 4.0), 9.62 (1H, d, J 4.0); m/z (ES + ) 233 (MH + ). 

EXAMPLE 4 

30 

5-[2-Fluoro-3-rpvridin-3-vI) phenvll3-p henvlp\rrirl a? .i7^ 
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5-Iodo-3-phenylpyridazine (60 mg, 0.14 mrnol), 2-fluoro-3-(pyridin-3- 
yl)phenylboronic acid (32 mg), tetralds(triphenylphosphine)paJladium(0) (5 
mg) and 2N Na2CC>3 (1 ml) in tetrahj'drofuran (4 ml) were combined and 
heated to 150°C for 600 s in a Smith Sjmthesiser microwave reactor. The 
5 reaction was diluted with CH2CI2 (6 ml) and H2O (2 ml) then poured into a 
PTFE (5 [iM) fritted syringe barrel. The organic phase was collected, 
concentrated and recrystalhsed from methanol- CEbCk-isopropanol to give 
the title compound as a colourless solid (36 mg). 8h (400 MHz, d 6 DMSO) 
7.55-7.66 (5H, m), 7.77-7.81 (1H, m), 7.91-7.95 (1H, m), 8.08-8.11 (1H, m), 
10 8.25-8.27 (2H, m), 8.48 (1H, m), 8.66 (1H, dd, J 1.6, 4.7), 8.87 (1H, d, J 
2.0), 9.53 (1H, t, J 2.2); mlz (ES + ) 328 (MH + ). 

EXAMPLES 5 TO 32 

15 The compounds in Table 1 were prepared, using the aryl halide, 

boronic acid or ester starting materials shown, in an analogous manner to 
that described in Example 3 or 4. Samples were purified as described in 
Example 3 or by recrystallisation from methanol-ethyl acetate, CH2CI2 or 
CEbCb-isoprop anol. 

20 

Table 1 



EX. 
NO. 


STARTING 
MATERIAL 


PRODUCT 


5h (400 MHz, d 6 
DMSO) 


mlz 
(ES + ) 


5 


X 
X 

cx 


5-(3- 

Isopropoxy- 
phenyl)-3- 
phenyl- 
pyridazine 


1.32 (6H, d, J 8), 4.80 
(1H, quin, c/8), 7.10- 
7.12 (1H, m), 7.48- 
7.61 (7H, m), 8.26- 
8.28 (1H, m), 8.43 
(1H, d, J 2), 9.58 (1H, 
d,J2). 


291 
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C> O 





s 



CN 




Br 



Br 



3-(6-Phenyl- 
pyridazin- 4-yl)- 
benzaldehyde 



4,2'-Difluoro-5'- 

(6-phenyl- 

pyridazin-4- 

yl)biphenyl-2- 

carbonitrile 



7.56-7.69 (4H, m), 
7.77 (1H, d, J 8), 7.84 
(1H, d, J 8), 8.09 (1H, 
dd, J 1.2, 8), 8.23 (2H, 
m), 8.32 (1H, d,J2), 
9.29 (1H, d,J2), 
10.00 (1H, s). 



7.56-7.67 (4H, m), 
7.79-7.86 (2H, m), 
8.05-8.08 (1H, m), 
8.26-8.32 <4H, m), 
8.55 (1H, d,J4), 9.69 
(1H, d,J4) 




5-(3- 

Cyanophen3d)- 

3-phenyl- 

pyridazine 



5-(3- 

Bromophenyl)- 

3-phenyl- 

P3rridazine 



7.57-7.64 (3H, m), 
7.81 (1H, t, J 8), 8.03 
(1H, d, J 8), 8.30-8.35 
(2H, m), 8.41 (1H, d, J 
8), 8.59 (1H, d, J 4), 
8.63 (1H, s), 9.69 (1H, 
d, J 4). 



7.53-7.62 (4H, m), 
7.76 (1H, d, c/12), 
8.06 (1H, d, J 12), 
8.28-8.33 (3H, m), 
8.51 (1H, d, J 4), 9.62 
(1H, d,J4). 



261 



370 



258 



312 



10 



3-Phenyl-5-[3- 
(pyridin-3-yl)- 
phenyl]- 
pyridazine 



7.4S-7.66 (4H, m), 
7.73 (1H, t, J 7.8), 
7.92-7.94 (1H, in), 
8.12-8.13 (1H, m), 



310 
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8.26-8.33 (3H, m), 
8 41 flH t J 1 8) 
8.62-8.64 (2H, m), 
9.10 (1H, dd, J2.0, 
0.8), 9.75 (1H, d, J 
2.3). 




11 


N N 

o 

N 


Br 


3-Phen3d-5-(3- 
[l,2,4]triazol-4- 
3dphenyl)pyrid- 
azine 


7.56-7.66 (4H, m), 
7.79 (1H, t,J7.8), 
7.90-7.93 (1H, m), 
8.14-8.16 (1H, m), 
o.^a-o.oi vJ-O-j eta, o 
0.8, 0.8), 8.42 (1H, t, 
J 2.0), 8.61 (1H, d, J 
2.0), 9.29 (2H, s), 9.76 
(1H, d, J 2.3). 


300 


12 


f 


F 

^B(OH) 2 


5-[2,4-Difluoro- 
3 - (pyridin- 4-y 1) - 
phenyl]-3- 
phenyl- 
pyridazine 


7.53-7.64 (6H, m), 
8.04-8.10 (1H, m), 
8.26 (2H dd J 1 8 
8.0), 8.46 (1H, d, J 
0.8), 8.77 (2H, dd, J 
1.4, 4.5), 9.50 (1H, t, 
J" 1.8). 


346 


13 


m 

Or 


5-[3-(2-Methyl- 
2iJ- 

[l,2,4]triazol-3- 

3drnethoxy)- 

phenyl]-3- 

phenyl- 

pyridazine 


3.94 (3H, s), 5.46 (2H, 
s), 7.25 (1H, dd, J 2.0, 
7.6), 7.52-7.62 (4H, 
m) 7 70 QH d ,7 
8.4), 7.79-7.80 (1H, 
m), 7.96 (1H, s), 8.28- 
8.30 (2H, m), 8.48 
(1H, d, J 4.0), 9.63 


344 



1, 
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(1H, s). 




14 




6,2'-Di£luoro-5'- 


7.54-7.87 (6H, m), 


312 








(6-phenyl- 


7.98 (1H, dd, e/ 1.2, 










pyridazin-4-yl)- 


7.4), 8.28-8.31 (2H, 












m;, o.o4-b.oo (lri 5 m), 










carbonitrile 


8.48 (1H, dd, J 2.5, 












6.8), 8.55 (1H, d, J 








Br 




2.0), 9.69 (1H, d, J 










2.0). 




15 




5-[4-Fluoro-3- 


7.54-7.68 (3H, m). 


328 






(pyridin-4-yl)- 


7.75-7.77 (2H, m), 








pnenyij-o- 


O Ol O OCT /itT \ 

8.21-8.25 (1H, m), 








phenyl- 


8.29-8.36 (3H, m), 








pyridazine 


8.60 (1H, d, J 2.3), 










8.73-8.74 (2H, m), 










9.73 (1H, d, J 2.3). 




16 




5-[4-Fluoro-3- 


7.53-7.68 (5H, in), 


346 






(3-£Luoro- 


7.92-7.97 (1H, m), 








pyridin-2-34)- 


8.26-8.35 (4H, m), 








phenyl]-3- 


8.55 (1H, d, J 2.3), 








phenyl- 


8.63-8.65 (1H, m), 








pyridazine 


9.67 (1H, d, J 2.3). 








^B(OH} 2 






17 




3-Phenyl-5-[3- 


5.33 (2H, s), 7.21-7.24 


340 






(pyridin-2- 


(1H, m), 7.30-7.40 






9 


ylmetnoxy)- 


(1H, ni), 7.50-7.67 








nheiivll- 


m\ 7 7£ /1U f 7" 
VOX1, IHJ, /./O (,1x1, t, d 








pyridazine 


2.0), 7.85-7.89 (1H, 










in), 8.29 (2H, d, J 










1.6), 8.48 (1H, d, J 










2.3), 8.60-8.65 (1H, 
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nx) 9 63 flH d J 












2.3). 




18 






5-[4-Fluoro-3- 


7 54-7 68 M-W m\ 


o4b 






N. 




7.77 (1H ? dd, c/ 5.1, 






\ 




pyridin-4- 


6.3) 8 29-8 36 (4H 

\J»+j\j *_»»C*vJ \^^x:-L_L, 






F ^ 




yl)phenyl]-3- 


m), 8.57 (1H, d, J 






if 




phenyl- 


2 3) 8 63 HIT c\r\ T 










pyridazine 


12 F> 1 1 ft 77 n W /I 


































2 3 1 




19 






5-r2-Fluoro-3- 


7 50-7 71 (fCR mi 
1 -wu- 1.11 ^0x1, nij, 


000 
ozo 






N 




(r> vridin -4- vl i - 


7 79-7 83 n W 












phenyl]-3- 


7.94-7.99 (1H, m), 










plienyl- 


8 2*1-8 97 f9TT m \ 










F 


d vridazin p 


8 4ft HIT rlrl rnft 








1 ^ 














B(0H} 2 








20 








/ .00 (4x1, m), 


364 




F 




DiflviOTn- 


ft Ifi ft 99 /"ITT ™\ 






(I 




D vridin - 2- vl V 4.- 


ft 97 ft 3*3 //(IJ w \ 






F 






jjl uorop nenyij - 


8.54 (1H, d, J 2.0), 






F- 






O -p JJLBIiyi- 


8.75 (1H, d, c/ 2.3), 










p yriciazine 


9.66 (1H, d, 2.3). 








B(OH>2 








21 






5-r4-Fluorn-^- 




0 0 0 
328 




r 




(p vridin- 3 - vl V 


8 13-8 29 f9TT m\ 










phenyl]-3- 


8.30-8.33 (3H, m), 










phenyl- 


8.60 (1H, d, J 2.5), 






F, 






pyridazine 


8.68 (1H, dd, J 1.6, 






(i 


^ Br 




4.7), 8.94 (1H, s), 9.73 












(1H, d, J 2.5). 
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22 


NC 




Br 


[3-(6-Phenyl- 
pyridazin-4- 
yl)phenjd]- 
ace to ni lx lie 




272 


23 


c 

•xi 


X 


2-Fluoro-5-(6- 
phenyl- 
pyridazin-4- 
yl)benzonitrile 




276 


24 


ci 


k 




5-(3-Nitro- 
phenyl)-3- 
phenyl- 
Dvridazine 




-278 


25 






Br 


3-(6-Phenyl- 
P3>ridazin-4- 
yl)benzoic acid 
niethvl estpv 




291 


26 






Br 


l-[3-(6-Phenyl- 
pyiidazin-4-yl)- 
phenyl] - 
ethanorie 




275 


27 






5-(3-Fluoro- 
plienyl)-3- 
phenyl- 
pyndazme 




251 


28 


c 

d 






3-Phenyl-5-(3- 
trifluoro- 
metnyipiieiiyi)- 
pyridazine 




301 


29 


o 


1 




5-(3-Methoxy- 

phenyl)-3- 

phenyl- 




263 
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P5T:idazine 






30 


°^ 

f 

F 


) 

S 




5,2'-Di£Luoro-5'- 

(6-phenyl- 

P3rridazin-4-3'l)- 

biphenyl-2- 

carbonitrile 


7.54-7.80 (6H, m), 
8.15-8.20 (1H, m), 
8.29-8.36 (4H, m), 
8.58 (1H, d, J 2.3), 
9.72 (lH, d >e 72.3). 


370 


31 


f 

F 


-° 

^ o 

Y 


i 

F 


3,2'-Difluoro-5'- 

(6-phen3'l- 

pyridazin-4-34)- 

biphenyl-2- 

carbonitrile 


7.54-7.62 (3H, m), 
7.65-7.71 (3H, m), 
7.95-8.0.0 (1H, m), 
8.29-8.38 (4H, m), 
8.60-8.65 (1H 3 m), 
9.70 (1H, d, J 2.4). 


370 


32 




OMe 


Br 


5-(4-Fluoro-3- 

methoxy- 

phenyl)-3- 

phenyl- 

pyridazine 


4.01 (3H, s), 7.25-7.27 
(3H, m), 7.52-7.58 
(3H, m), 7.94 (1H, d, J 
2.0), 8.15 (2H, dd, J ' 
1.6, 7.8), 9.37 (1H, d, 
J 2.3). 


281 



EXAMPLE 33 



6,2'-Difluoro-5'46-(4-fluorophenvl)u^ 

5-Chloropyridazin-3-one (22 mg, 0.169 inmol), palladium bis- 
(diphenylphosphinylbutane)dicliloride (10 mg), 6,2'-di£Luoro-5'-(5,5- 
dimethyl-[l,3,2]dioxaborm^ (50 mg> 0.15 

mmol) and 2N Na 2 C03 (0.3 ml) in toluene (3 ml) were combined and 
heated to 150°C for 600 s in a Smith Synthesiser microwave reactor. The 
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reaction was diluted with CH2CI2 (6 ml) and H2O (2 ml) then poured into 
PTFE (5 ^M) fritted syringe barrels. The organic phase was collected, 
concentrated and recrystallised from isopropanol to give 29 mg (62%) 6,2'- 
difluoro-5'-(6-oxo-l,6-dihydropyridazm^^ 

The product from above was stirred with triethylamine (20 jllI) and 
A^-phenyltrifluoromethanesulfonimide (40 mg) in CH2CI2 (5 ml) for 18 h. 
Further reagents were added and stirring continued for an additional 18 
h. The reaction was concentrated and purified by column chromatography 
using 1:1 ethyl acetate/hexanes as eluenfc. Trifiuoromethanesulfonic acid 
5-(2 / -cyano-6,6 , -dLfluorobiphenyl-3-yl)pyridazin-3-3d ester was obtained as 
a yellow oil. mlz (ES + ) 442. 

The product from above, 4-fluoropheii3dboronic acid (14 mg), 
palladium bis(diphen3dphosphinylbutane)dichloride (4 mg) and 2N 
Na 2 C0 3 (0.5 ml) in tetrahydrofuran (2 ml) were combined and heated to 
150°C for 600 s in a Smith Synthesiser microwave reactor. The reaction 
was diluted with CH2CI2 (6 ml) and H2O (2 ml) then poured into a PTFE (5 
\jM) fritted syringe barrel. The organic phase was collected, concentrated 
and purified by column chromatography using 1:1 ethyl acetate/hexanes as 
eluent. The title compound was recrystallised from isopropanol to give a 
colourless solid (3.9 mg). 5 H (400 MHz, d^ DMSO) 7.42 (2H ? t, J 8.8), 7.70 
(1H, t, J 9.2), 7.76-7.87 (2H, m), 7.98 (1H, dd, J 1.0, 7.6), 8.34-8.39 (3H, m), 
8.35-8.40 (1H, m), 8.45-8.48 (1H, m), 9.69 (1H, d, J 2.0); mlz (ES+) 388. 

EXAMPLE 34 

4-Fluoro-3 f -(6-phenvlpvridazin-4-vl)biphenvl-2-carbonitrilft 

4-Fluoro-3'-(6-oxo-l,6-dihydrop3^ridazin-4-yl)biphen5d-2-carbonitrile 
(0.35 g, 1.20 mmol) was suspended in phosphorus oxj^chloride (10 ml) and 
heated to 70°C for 1 h. The reaction was cooled to room temperature, 
poured onto ice water and stirred vigorously for 1 h. The beige solid was 
collected by filtration and azeotroped with methanol to give 3'-(6- 
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cMorop3aidazin-4-3d)-4-fluorobiphen)d-2-carbonitrile (0.24 g). Sh (400 MHz, 
d<5 DMSO) 7.73-7.82 (3H, m), 7.83-7.87 (1H, m), 8.04 (1H, dd, J 2.7, 9.0), 
8.12 (1H, dt, J 1.6, 7.8), 8.22 (1H, t, J 1.6), 8.40 (1H, d, J 2.0), 9.77 (1H, d, 
J 2.0); mte(ES + ) 310. 
5 The product from above (40 mg, 0.129 mmol), benzeneboronic acid 

(24 mg, 0.197 mmol), tetrakis(triphen5dpliosphine)palladixim(0) and 2N 
Na2C03 (0.5 ml) in tetrahydrofuran (1.5 ml) were combined and heated to 
150°C for 10 min in a Smith Synthesiser microwave reactor. The reaction 
was diluted with CH2CI2 (6 ml) and NH 4 C1 (2 ml) then poured into a PTFE 

10 (5 pM) fritted syringe barrel. The organic phase was concentrated while 
loading onto silica. Column chromatography using 40-50% ethyl 
acetate/hexanes gave the title compound as a white solid (20 mg). 5h (400 
MHz, d<> DMSO) 7.56-7.62 (3H, m), 7.74-7.80 (3H, m), 7.85-7.89 (1H, m), 
8.03-8.06 (1H, m), 8.19 (1H, dt, J 1.8, 7.0), 8.29-8.32 (3H, m), 8.58 (1H, d, J 

15 2.0), 9.71 (1H, d, J 2.0); m/z (ES + ) 352. 

EXAMPLES 35 TO 70 

The compounds in Table 2 were prepared using the requisite 
20 boronic acids in an analogous manner to that described in Examples 33 
and 34. 



Table 2 



EX. 
NO. 


PRODUCT : 


5h (400 MHz, dfi DMSO 
unless specified otherwise) 


m/z 
(ES + ) 


35 


6,2'-Difluoro-5'-[6-(thien- 

2-yl)pyridazin-4- 

yl] bipheii3d-2-carbonitrile 


7.27 (1H, dd, J 4.7, 3.9), 7.71 
(1H, t, J" 9.2), 7.79-7.87 (3H, 
m), 7.97 (1H, d, J 7.0), 8.13 
(1H, d, J 3.1), 8.33-8.35 (1H, 
in), 8.41 (1H, dd, J 1.2, 4.7), 


376 
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8.59 (1H, d, J 1.2), 9.58 (1H, ! 
d, J 1.2). 




36 


6,2'-Di£Luoro-5'-[6-(4- 
methoxypheiryl)- 
pyridazin-4-yl]biph.enyl-2- 
carbonitrile 


3.86 (3H, s), 7.13 (2H, d, J 
9.0), 7.69 (1H, t, J 9.2), 7.76- 
i .o / (z±i, xn), /.y/ (.in, ad, J 
1.4, 7.6), 8.27 (2H, d, J 9.0), 
8.32-8.36 (1H, m), 8.45 (1H, 
dd, J 2.3, 6.7), 8.48 (1H, d, J 
2.0), 9.61 (1H, d, J 2.3). 


400 


37 


5'-[6-(3-Chlorophenyl)- 
pyridazin-4-5d] -6,2'- 
dmuorobipnenyl-2- 
carbonitrile 


7.62-7.63 (2H, m), 7.69-7.73 
(1H, m), 7.76-7.87 (2H, m), 
/.yb (.1x1, d, t/ 1-b), o.zo-o.ol 
(1H, m), 8.36-8.40 (2H, m), 
8.48 (1H, dd, J 2.5, 6.8), 8.62 
(1H, d, J 2.0), 9.73 (1H, d, J 
2.3). 


404 


38 


6,2'J3ifluoro-5'-[6- 

(pyridin-3-yl)pyridazin-4- 

yl]biphenyl-2-carbonitrile 


7.63 (1H, dd, J 4.7, 7.8), 7.70- 
7.SS (3H, m), 7.98 (1H, dd, J 
1.2, 7.4), 8.3fo-b.40 (l±i, m), 
8.49 (1H, dd, J 2.3, 6.7), 8.64- 
8.68 (2H, m), 8.76 (1H, dd, J 
1.2, 4.7), 9.45 (1H, d, J 1.6), 

Q r 7C /I U A TO 0\ 

y. /b (1±1, a, d Z.o). 


371 


39 


5'46-(4-Cldorophenyl)- 
py ridazin-4-3'1] - 6, 2' - 
difluorobipheriyl-2- 
carbonitrile 


7.56-7.92 (5H, m), 7.98 (1H, 
dd, J 1.2, 7.4), 8.28-8.50 (4H, 
rnj, t>.oy (.in, a, d z.o), y. / 1 
(1H, d, J 2.3). 


404 


40 


6,2 f -Difluoro-5'-[6- 

(pyridm-4-yl)p3o:idazin-4- 

yl]biplienyl-2-carbonitrile 


7.70-7.88 (3H, m), 7.97 (1H, 
d, J 7.4), 8.28 (2H, dd, J 1.4, 
4.5), 8.37-8.41 (1H, m), 8.49 


371 
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(1H, dd, J 2.5, 6.8), 8.70 (1H, 
d, J 2.3), 8.81-8.84 (2H, m), 
9.80 (1H, d, J 2.3). 




41 


5 - [3 - (3 , 5 -D ifluoropyi-idin- 
2-yl)-4-fluoropheii5d]-3-(4- 
fluorophenyl)pyridazine 


7.42 (2H,t J 9.0) 7 62 0LH 
dd, J" 8.6, 0.8), 8.17-8.22 (1H, 
rn), 8.27-8.39 (4H, m), 8.55 
(1H, d, J 2.3), 8.75 (1H, d, J 
2.3), 9.66 (1H, d, J 2.3). 


382 


42 


5-r4-Fluoro-3-f3-fluoro- 
pyridin-2-yl)phenyl] -3-(2- 
fluorophenyl)pjTt:idazine 


7 41-7 46 f2H rn\ 7 fifi 
(3H, ni), 7.91-8.02 (2H, m), 
8.20-8.27 (2H, m), 8.37 (1H, t, 
J 2.0), 8.63-8.64 (1H, m), 9.72 
(1H, d, J" 2.3). 




43 


5 - [3- (3, 5-Difluoropyridin - 
2-yl)-4-fluorophenyl]-3-(2- 
fliioro nhenvDnvri d azinp 


(CDCI3): 7.20-7.24 (1H, m), 
7.34-7.41 (3H, m), 7.47-7.53 
C1H to) 7 80-7 84- (1 FT m\ 
7.96 (1H, dd, J 2.3, 6.7), 8.13 
(1H, t, J 2.0), 8.19-8.24 (1H, 
m), 8.52 (1H, d, J 2.3), 9.44 
(1H, d, J 2.0). 


382 


44 

-L Jt 


P3Tidin-2-yl)phenyl] -3- 
(pyridin-3-5'l)pyridazine 


/.0U-/.0/ vjxi, m;, /.yz-/.y/ 
(1H, m), 8.28-8.38 (2H, m), 
8.64-8.68 (3H, m), 8.76 (1H, 
dd, J 1.6, 4.7), 9.46 (1H, d, J 
2.0), 9.74 (1H, d,J2.0). 


34:7 


45 


5 - [3- (3 , 5-Difluoropyridin- 

2-yl)-4-fluorophenyl]-3-(3- 

fluoroplienyl)pyTidaziiie 


(CDCI3): 7.20-7.25 (1H, m), 
7.36-7.43 (2H, in), 7.50-7.55 
(1H, m), 7.81-8.00 (5H, m), 
8.52 (1H, d, J 2.3), 9.45 (1H, 
d, J 2.0). 


382 
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46 


3-(2,4-Difluorophenyl)-5- 
[3 - (3 , 5-difluoropy r idin- 2 - 
yl)-4-fluorophenyl]- 


(CDC1 3 ): 6.96-7.02 (1H, m), 
7.08-7.13 (1H, m), 7.36-7.42 
(2H, m), 7.79-7.83 (1H, m), 

(1H, t, J 2.2), 8.23-8.29 (1H, 
m), 8.52 (1H, d, J 2.3), 9.44 
(1H, d,J2.3). 


400 


47 


5-[3-(3,5-Difluoropyridin- 
2-yl)-4-fluorophenyl]-3-(3- 

lilt; LllOXy p lit? Iiy 1/ 

pyridazine 


(CDCI3): 3.93 (3H, s), 7.06- 
7.09 (1H, m), 7.36-7.47 (3H, 

m\ 7 RA. i\ n-C^ 7 7Q 

mj, 1 .K>t cl, d t.K>), 1 . /y- 
7.84 (2H, m), 7.97 (1H, dd, J 
2.3, 6.7), 8.01 (1H, d,c7 2.3), 
8.52 (1H, d, J 2.3), 9.43 (1H, 
d, J 2.3). 


394 




r> O' ni-fli,««rt T£? /o 
b,z -JJmuoro-o -[b-(z- 

fiuorophenyl)pyridazin-4- 

y 1] biphe nyl- 2-carb o nitrile 


/.41-/.4D (Zxl, Hi), i.oif-t./Z 
(2H, m), 7.75-7.86 (2H, m), 
7.94-8.01 (2H, m), 8.27-8.31 
(1H, m), 8.39 (2H, q, J 2.1), 
9.73 (1H, d, J 2.3). 


388 


49 


6,2'-Difluoro-5'-[6-(3- 

fluorophenyl)p5 7 ridazin-4- 

yl]biphenyl-2-carbonitrile 


7.38-7.43 (1H, m), 7.61-7.88 

/ TT f~j c\r* 0 rvcr /ITT \ 

<4±i, m), 7.96-8.05 (lxi, m), 
8.13-8.19 (2H, m), 8.35-8.40 
(1H, m), 8.48 (1H, dd, J 2.5, 
6.7), 8.61 (1H, d, J2.1), 9.73 

^XXZ, U, eV ±.0). 


388 


50 


3-[6-(3-Fluorophenyl)- 

P3n:idazin-4-yl]- 

benzonitrile 


7.40-7.45 (1H, m), 7.66 (1H, 
td, J 6.3, 8.0), 7.81 (1H, t, J 
7.8), 8.04 (1H, dt, J 1.2, 7.8), 
8.15-8.19 (1H, m), 8.19-8.22 


276 



WO 2004/014865 PCT/GB2003/003376 . 

58 







(1H, m), 8.42-S.45 (1H, m), 
8.66 (1H, m), 8.67 (1H, d, J 
2.3), 9.74 (1H, d, J 2.3). 




51 


3-[6-(2-Fluorophenyl)- 
n vri d a zin -4-vll - 
benzonitrile 


7.43-7.48 (2H, m), 7.60-7.66 
C1H m) 7 80 QH t J7 8) 
7.98-8.02 (1H, m), 8.02-8.04 
(1H, m), 8.34-8.37 (1H, m), 
8.42 (1H, t, J 2.0), 8.56-8.57 
(1H, m), 9.75 (1H, d, c/2.0). 


276 


52 


3- [6-(4-Fluorophenyl)- 
d vi'idaziii-4-vll - 

IJ J JL J- CX Ju .1- J. J- J XI 

benzonitrile 


7.41-7.47 (2H, m), 7.81 (1H, t, 
J 7 8) 8 02-8 05 C1H rn> 
8.37-8.41 (2H, m), 8.41-8.49 
(1H, m), 8.62 (1H, d, J" 2.0), 
8.64-8.65 (1H, m), 9.70 (1H, 
d, J 2.0). 


276 


53 


3- [6-(4-Methoxyphenyl)- 

j' x j.vidz«±ii~*± ~y -Lj 

benzonitrile 


3.87 (3H, s), 7.13-7.16 (2H, 
iii/, /.ou ^J~n., t, c/ I o.ui- 

8.04 (1H, m), 8.28-8.31 (2H, 
m), 8.39-8.42 (1H, m), 8.54 
(1H, d, J 2.0), 8.62-8.64 (1H, 
m), 9.62 (1H, d, J 2.0). 


288 


54 


3-[6-(3 5 4-Difluoro- 
phenyl)pyridazin-4«yl] - 

U till ZiO 1111/ 1 11 ti 


7.69 (1H, td, J 8.6, 10.6), 7.82 
(1H, t, J 7.8), 8.03-8.06 (1H, 

8.42 (1H, m), 8.42-8.45 (1H, 
m), 8.65-8 66 (1H m) 8 66 
(1H, d, J 2.0), 9.73 (1H, d, J 
2.0). 


294 


55 


3-[6-(2,4-Difluoro- 
phen3d)pyridazin-4-yl] - 


7.33-7.38 (1H, m), 7.50-7.56 
(1H, ni), 7.S0 (1H, t, c7 7.8), 


294 
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UfcJll ZjVJ XIX LX XXt? 


8.20-8.05 (1H, m), 8.08 (1H, 
td, J 7.0, 9.0), 8.34-8.37 (1H, 
in), 8.41 (1H, t, J 2.0), 8.55- 
8.57 (1H, m), 9.75 (1H, d, J 
2.0). 




56 


5'-[6-(2-CKLorophenyl)- 
pyridazin-4-yl] -6,2'- 
Qiiiiioro Dip me iiy l- ju - 
carbonitrile 


7.60-7.65 (2H, m), 7.73 (1H, t, 
J 9.1), 7.78-7.90 (2H, m), 
7 98-8 05 C1H va) 8 33 (2H 
dd, J 1.9, 7.5), 8.36-8.41 (1H, 
m), 8.50 (1H, dd, J 2.3, 6.8), 
8.58 (1H, d, J 2.1),*9.72 (1H, 
d, J 2.1). 




o / 


o - ^^t-ivie Lxioxy p xit; iiy xj-u- 
phenjdpyridazine 


3 86 f3H 7 13 (2H d J 
8.9), 7.56-7.62 (3H, m), 8.02- 
8.05 (2H, m), 8.25 (2H, d, J 
8.9), 8.39 (1H, d, J 2.1), 9.53 
(1H, d, J 2.1). 




58 


4-Fluoro-3'-[6-(4- 
niethoxy- 

phen3d)pyridazin-4-yl] - 
biphen3d-2-carbonitrile 


3.86 (3H, s), 7.14 (2H, d, J 
8.8), 7.73-7.79 (3H, m), 7.85- 

m), 8.17 (1H, dt, J 2.0, 7.0), 
8.27-8.28 (1H, m), 8.28 (2H, 
d, J 8.8), 8.51 (1H, d, J 2.3), 
9.63 (1H, d, J 2.3). 


382 


59 


5 - [3 - (3 , 5 - Difluoropyridin- 
9 - vl V4.-f"h i or on lieiivTl - 3 - ( 4- 
methoxyphensd)- 
pyridazine 


(CDCls): 3.90 (3H, s), 7.07 
(2H d J 9.0), 7.36-7.41 (2H, 
in), 7.79-7.82 (1H, m), 7.94- 
7.96 (2H, m), 8.13 (1H, q, J 
5.0), 8.12 (1H, d, J 9.0), 8.52 
(1H, d, J 2.3), 9.36 (1H, d, J 
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2.3). 




60 


3- f4-Chlorophenvl)-5-r3- 
(3 , 5-difluoropyridin-2-yl)- 

4- fluorophenyl] - 
pyridazine 


7.62-7.67 (3H, m), 8.17-8.22 
(1H, m), 8.27-8.36 (4H, in), 
8.58 (1H, d, J" 2.0), 8.75 (1H, 
d, J 2.3), 9.68 (1H, d, J 2.3). 


398 


61 


2-{5-[3-(3,5-Difluoro- 
pyridin-2-yl)-4-fluoro- 
phenyl]pyridazin- 3-yl}- 5- 
fluorobenzonitrile 


(CDCls): 7.36-7.45 (2H, m), 
7.50-7.59 (2H, m), 7.84-7.87 
(1H, m), 7.99 (1H, dd, J 2.3, 
6.3), 8.15 (1H, dd, J 5.5, 8.6), 
8.18 (1H, d, J 2.0), -8.51 (1H, 
d, J 2.3), 9.54 (1H, d, J 2.3). 


398 


62 


3>(4-Chlorophenyl)-5-[4- 

fluoro-3-(3-fluoropyridin- 

2-yl)plienyl]p3nridazine 


(CDCls): 7.38-7.46 (2H, m), 
7.52-7.61 (3H, m), 7.80-7.84 
(1H, m), 8.00 (1H, d, J 1.6), 
8.01 (1H, d, c/2.3), 8.11 (2H, 
d, J 8.2), 8.60 (1H, d, J 4.3), 
9.44 (1H, d, J 2.0). 


380 


63 


5-[4-Fluoro-3-(3-fiuoro- 

n vt"i H i n-2-vl pn vll -3- 
yj 2/ -i-vxxj-x ij ji iJLc; -"-J 

(fur an- 3-yl)pyridazine 


(CDCI3): 7.08-7.10 (1H, m), 
7 36-7 46 (2H m) 7 55-7 61 
(2H, m), 7.76-7.81 (2H, m), 
7.98 (1H, dd, J 2.5, 6.5), 8.23 
(1H, s), 8.59-8.61 (1H, m), 
9.34 (1H, d, J 2.3). 


336 


64 


5-[4-Fluoix>-3-(3-fluoro- 
d vridin- 2-yl)plie ny 11 - 3 - 
(furan-2-yl)p3Tidazine 


(CDCI3): 6.63 (1H, q, J 1.8), 
7.36-7.45 (3H, m), 7.55-7.60 
(1H, m), 7.63-7.64 (1H, m), 
7.80-7.84 (1H, m), 8.01 (1H, 
dd, J 2.5, 6.5), 8.04 (1H, d, J 
2.0), 8.59-8.61 (1H, m), 9.34 


336 
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(1H, d, J 2.3). 




65 


3-(2,3-Di£Luorophenyl)-5- 
r4-fluoro- 3- C3 -fluoro- 
pyridin-2-yl)phenyl] - 
pjnridazine 


(CDCls): 7.24-7.45 (4H, m), 
7 52-7 60 (1H nr) 7 80-7 84 
(1H, m), 7.94-8.02 (2H, m), 
8.13 (1H, t, J 2.2), 8.59-8.61 
(1H, m), 9.48 (1H, d, J 2.0). 


382 


66 


5-[4-Fluoro-3-(3-fluoro- 
pyridin-2-yI)phenyI]-3- 
(thien- 3-yl)pyridazine 


(CDCla): 7.37-7.52 (3H, m), 
7.55-7.61 (1H, m), 7.79-7.83 
(1H, m), 7.86 (1H dd J 1 2 
5.1), 7.92 (1H, d, J'2.3), 7.99 
(1H, dd, J 2.3, 6.3), 8.14 (1H, 
q, J 1.4), 8.59-8.61 (1H, m), 
9.37 (1H, d, J 2.0). 


352 


67 


5-[4-Fluoro-3-(3-fluoro- 
T^vridiii-2-vl^V)liPiivl 1-3- 
(thien-2-3d)p3^ridazine 


(CDCI3): 7.19 (1H, dd, J 3.7, 
4 9) 7 37-7 46 C2H rrA 7 R9- 
7.61 (2H, m), 7.77-7.82 (2H, 
m), 7-94 (1H, d, J 2.3), 7.99 
(1H, dd, c/2.5, 6.5), 8.59-8.61 
(1H, m), 9.33 (1H, d, J 2.0). 


352 


68 


3-(2, 5-Difluorophenyl)-5- 
T4.-fl ti nro- 3 - (iK - fl i 1 nrn- 
pyridin-2-yl)phenyl] - 
pyridazine 


(CDCI3): 7.14-7.23 (2H, m), 

7 ^7-7 AF\ f9TT 7 *=i9 7 fift 

(1H, m), 7.80-7.84 (1H, m), 
7.96-8.01 (2H, m), 8.16 (1H, t, 
J 2.2), 8.59-8.61 (1H, m), 9.47 
<1H d J 2 3) 


382 


69 


3 - (3 , 4- D ifluor op he nyl) - 5 - 
[4-fluoro-3-(3-fluoro- 
pjTridin-2-yl)phenyl] - 
pyridazine 


(CDCI3): 7.31-7.46 (3H, m), 
7.56-7.61 (1H, m), 7.80-7.84 
(1H, m), 7.87-7.91 (1H, m), 
7.97-8.09 (3H, m), 8.59-8.61 


382 
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(1H, m), 9.45 (1H, d, J 2.3). 




70 


4-{5-[4-Fluoro-3-(3-fluoro- 
pyridin-2-yl)phenyl] - 
pyridazin-3 -yl} - 
benzonitrile 


(CDC1 3 ): 7.39-7.47 (2H, in), 
7.57-7.61 (1H, m), 7.82-7.87 
(3H, m), 8.03 (1H, dd, c7 2.5, 
6.5), 8.06 (1H, d, J 2.0), 8.28 
(1H, s), 8.30 (1H, t, J 1.8), 
8.59-8.61 (1H, m), 9.51 (1H, 
d, J 2.3). 


371 



EXAMPLE 71 



jV45'(3-Bromoplienvl)pvridazin-3-vl1-A^rQethvlanime 
5 Lead tetraacetate (363.3 g, 819 niinol) and trifluoro acetic acid (825 

ml) were combined and cooled to 0°C before adding l-bromo-3- 
vinylbenzene (150 g, 819 mmol) in CH2CI2 (1 1) dropwise so as to maintain 
a temperature of <10°C. The reaction was then allowed to warm to room 
temperature and stirred for 2 h. The reaction was diluted with CH2CI2 

10 (500 ml), poured into H2O (3 1), and stirred vigorously before filtering 
through a pad of Hyflo. The organic phase was separated and the cake 
rinsed with a further portion of CH2CI2 (1 1), which was subsequently 
washed with the separated aqueous phase. The combined organic extracts 
were washed with H2O (750 ml), NaHCOs (750 ml) and H2O (750 ml), 

15 dried over MgS04 and concentrated to give (3-bromophenyl)acetaldehyde 
(163 g), which was used directly. 

6N HC1 (139 ml) was added dropwise to a solution of morpholine (75 
ml, 860 mmol) in 1,4-dioxane (1140 ml). On complete addition, glyoxylic 
acid (72 g, 778 mmol) and the product from above (163 g, 819 mmol) were 

20 added and the reaction heated to reflux for 15 h. The reaction was cooled 
to room temperature, diluted with H2O (800 ml) and the products 
extracted into ethyl acetate (2 x 800 ml). The combined organic extracts 
were washed with brine (125 ml), dried over MgSCU and concentrated. 4- 
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(3-Bromophen34)-5-hydroxy-5i?-furan-2-one was obtained as a cream solid 
by crystallising from diethyl ether/hexanes (95.6 g). 5h (360 MHz, d 6 
DMSO) 6.64 (1H, d, J 8.8), 6.88 (1H, s), 7.48 (1H, t, J 8.1), 7.70-7.73 (1H, 
m), 7.78-7.81 (1H, in), 8.00-8.01 (1H, m), 8.04 (1H, d, J 8.8). 
5 The product from above (95.6 g, 375 mmol) and hydrazine hydrate 

(45.5 ml, 937 mmol) in ethanol (1.9 1) were combined and heated to reflux 
for 12 h. The reaction was cooled to room temperature, diluted with H2O 
(960 ml) and cooled in an ice bath. 5-(3-Bromophenyl)-2#-pyridazin-3-one 
was obtained as a pale yellow solid, which was collected by filtration (34 

10 g). The filtrate was concentrated to a smaller volume and a further 16 g of 
product was collected by filtration. 6h (360 MHz, d<* DMSO) 7.20 (1H, d, J 
2.1), 7.48 (1H, t, J 7.9), 7.70-7.73 (1H, m), 7.81-7.84 (1H, m), 8.04 (1H, t, J 
1.8), 8.30 (1H, d, J 2.1), 13.15 (1H, s). 

The product from above (10 g, 39.8 mmol) was suspended in 

15 phosphorus oxychloride (60 ml) and heated to 70°C for 3 h. The reaction 
was concentrated to half the volume before pouring onto ice water and 
stirring vigorously for 1 h. 5-(3-Bromophenyl)-3-chlorop3o:idazine was 
obtained as an orange solid, which was collected by filtration and 
azeotroped with toluene (10.6 g). 5 H (360 MHz, d* DMSO) 7.54 (1H, t, J 

20 7.9), 7.76-7.79 (1H, m), 7.99-8.02 (1H, m), 8.25 (1H, t, J 1.8), 8.35 (1H, d, J 
2.1), 9.70 (1H, d,c/2.1). 

The product from above (0.5 g, 1.86 mmol) was added to a 2M 
solution of methyl amine in tetrahydrofuran (3 ml) and heated to 170°C for 
1 h in a Smith Synthesiser microwave reactor. The organic phase was 

25 diluted with ethyl acetate, washed with water, dried over MgS04 and 
concentrated while loading onto silica. Column chromatography using 
50% ethyl acetate/hexanes followed by ethyl acetate as eluent gave the 
title compound as an orange solid (0.1 g). 5h (360 MHz, d 6 DMSO) 2.92 
(3H, d, c/4,9), 6.85 (1H, q, J 4.9), 7.00 (1H, d, c/2.1), 7.49 (1H, t, J 7.9), 

30 7.68-7.71 (1H, m), 7.75-7.78 (1H, m), 7.97 (1H, t, J 1.8), 8.80 (1H, d, J 2.1); 
mlz (ES + ) 264, 266. 
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EXAMPLES 72 TO 78 

The compounds in Table 3 were prepared in an analogous manner 
to that described in Example 71. 



Table 3 



EX. 
NO. 


PRODUCT 


5 H (400 MHz, d6 DMSO) 


m/z 


72 


AT-[5-(3- 
Bromophenyl)- 
pjaidazin-3-yl]-iV- 
isopropylamine 


1.21 (6H, d, .7 6.3), 4:13-4.22 
(1H, m), 6.70 (1H, d, J 7.4), 6.97 
(1H, d, J 2.1), 7.49 (1H, t, J 7.9), 
7.68-7.71 (1H, m), 7.72-7.75 
(1H, rn), 7.93 (1H, t, J 1.8), 8.76 
(1H, d, J 2.1). 


292, 
294 


7Q 


AT YK /Q 

Bromophenyl) - 

•nvri H 5^ "71 n - 3 - vl 1 - A7- 

yjj JL XKJLCLZjLLL U jlj XV 

cyclop ropy lamine 


U.fti-U.Ol ^JHL, ILL), u. / o-u.ou 

(2H, m), 2.65-2.73 (1H, m), 7.08 
QH d J 2 0) 7 33-7 35 QH m) 
7.50 (1H, t, c7 7.9), 7.69-7.72 
(1H, m), 7.77-7.80 (1H, m), 7.99 
(1H, t, J 1.8), 8.86 (1H, d, J 2.0). 


onn 

zyu, 
292 


74 


iV-Allyl-iV-[5-(3- 
bromophenyl) - 
pyridazin-3-jd]amiae 


4.04- 4.08 (2H, m), 5.10-5.13 
(1H, m), 5.22-5.28 (1H, in), 5.93- 
6.02 (1H, m), 7.04 (1H, d, J 2.0), 

7.05- 7.07 (1H, m), 7.49 (1H, t, J 
7.8), 7.68-7.71 (1H, m), 7.74- 
7.77 (1H, m), 7.95 (1H, t, J 1.8), 
8.82 (1H, d, J 2.0). 


290, 
292 


75 


iV-[5-(3- 
Bromoplienyl)- 


1.20 (3H, t, J 7.0), 3.41 (2H, qd, 


278, 
280 
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pyridazm-3-jd] -N- 
ethylamine 


c/ O.O, /.UJ, D.o4 ^1x1, t, d O.Ojj 

6.99 (1H, d, J 2.0), 7.49 (1H, t, 
7.8), 7.68-7.71 (1H, m), 7.74- 
7.77 (1H, m), 7.95 (1H, t, J 1.8), 
8.79 (1H, d, J2.0). 




76 


iV-Benzyl-iV-[5-(3- 
bromophenj^l)- 
pyridazin- 3 -yl] amine 


4.64 (2H, d, J 5.9), 7.08 (1H, d, 
J 2.0), 7.22-7.26 (1H, m), 7.31- 
7.35 (2H, m), 7.37-7.42 (3H, m), 
7.49 (1H, t, 7.8), 7.68-7.71 (1H, 
m), 7.73-7.76 (1H, in), 7.94 (1H, 
t, J 2.0), 8.82 (1H, d", J 2.0). 


340, 
342 


77 


iV-[5-(3- 
Bromophenyl)- 
pyridazm- 3-yl] -2V-(2- 
me thoxy b e nzy 1) - 
amine 


3.85 (3H, s), 4.59 (2H, d, J 5.9), 
6.87-6.91 (1H, m), 7.00-7.03 
(1H, m), 7.11 (1H, d, J 2.0), 7.18 
(1H, t, c/5.9), 7.22-7.29 (2H, m), 
7.49 (1H, t, J" 7.8), 7.68-7.71 
(1H, in), 7.73-7.76 (1H, m), 7.93- 
7.94 (1H, in), 8.81 (1H, d, J 2.0). 


370, 
372 


78 


5-(3-Bromophenyl)-3- 
(2,5-dihydropyrrol-l- 
yl)pyridazine 


4.36 (4H, s), 6.09 (2H, s), 7.11 
(1H, d, J 2.0), 7.50 (1H, t, J 7.8), 
7.69-7.72 (1H, m), 7.87-7.90 
(1H, in), 8.12 (1H, t, J 1.8), 8.90 
(1H, d, J" 2.0). 


302, 
304 



EXAMPLE 79 



5-(3-BromophenvlV3-ethoxvr)vridazine 

Sodium metal (0.13 g, 5.65 inmol) was added portionwise to dry 
ethanol (10 ml) under external cooling (water bath). On addition of all the 
sodium, the reaction was allowed to attain room temperature and the 
solution stirred for 1 h before adding 5-(3-bromophen34)-3-chloropyridazine 
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(0.15 g, 0.557 mmol) in ethanol (5 ml). The suspension was stirred for 18 h 
before adding water and removing the ethanol in vacuo. The products 
were extracted into CH2CI2, dried over MgSCh and concentrated. The title 
compound was obtained as a white solid following preparative TLC using 
5 25% ethyl acetate/hexanes as eluent (30 mg). 8 H (400 MHz, d 6 DMSO) 1.41 
(3H, t, J 7.0), 4.55 (2H, q, J 7.0), 7.50 (1H, t, J 8.0), 7.55 (1H, d, J 2.0), 
7.71-7.74 (1H, m), 7.91-7.94 (1H, in), 8.14 (1H, t, J 1.8), 9.30 (1H, d, J 2.0); 
rn/z (ES + ) 279, 281. 

10 EXAMPLE 80 

3 -Allyloxv- 5 - (3 -br omop he nvl)p vridazine 

Sodium hydride as a 60% dispersion in mineral oil (0.175 g, 4.38 
mmol) was added to a solution of allyl alcohol (0.25 ml, 3.79 mmol) in 

15 tetrahydrofuran (4 ml) and stirred for 30 min before adding 5-(3-bronio- 

phen3^1)-3-chloropyridazine (0.5 g, 1.86 mmol). The suspension was heated 
to 170°C for 30 min in a Smith Synthesiser microwave reactor. The 
reaction was diluted with ethyl acetate, washed with H2O, dried over 
MgS04 and concentrated while loading onto silica. Column 

20 chromatography using 20% ethsd acetate/hexanes as eluent gave the title 
compound as a white solid (0.2 g). 6 H (400 MHz, d 6 DMSO) 5.03-5.05 (2H, 
m), 5.29-5.32 (1H, m), 5.44-5.50 (1H, m), 6.10-6.20 (1H, m), 7.51 (1H, t, J 
8.0), 7.61 (1H, d, ,72.0), 7.72-7. 75 (1H, m), 7.92-7.95 (1H, m), 8.16 (1H, t, J 
1.8), 9.33 (1H, d, c/2.0); mlz (ES + ) 291, 293. 

25 

EXAMPLE 81 

3 - (6 - 1 sop r or) vlaminon vr idazin- 4- vDb enzonitrile 

A L [5-(3-Bromophenyl)p3aidazin-3-yl]-iV-isopropylaniine (0.1 g, 0.342 
30 mmol), zinc cyanide (52 mg, 0.443 mmol) and tetrakis(triphenyl- 

phosphine)palladium(O) (10 mg) were taken up in iV,A^-dimethylformamide 
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(2 ml). The reaction was heated to 150°C for 10 min in a Smith 
Synthesiser microwave reactor. The reaction was diluted with CH2CI2 (6 
ml) and H2O (2 nil) then poured into a PTFE (5 fiM) fritted syringe barrel. 
The organic phase was concentrated and purified by column 
chromatography using 50-75% ethyl acetate/hexanes as eluent. The title 
compound was obtained as a white solid by recrystallising from ethyl 
acetate (36 mg). 5 H (400 MHz, d 6 DMSO) 1.21 (6H, d, J 6.7), 4.13-4.21 (1H, 
m), 6.76 (1H, d, J 7.4), 7.01 (1H, d, J 2.0), 7.74 (1H, t, J 7.8), 7.95-7.97 (1H, 
m), 8.05-8.08 (1H, m), 8.25-8.26 (1H, m), 8.81 (1H, d, J 2.0); miz (ES + ) 238. 

EXAMPLES 82 TO 84 

The compounds in Table 4 were prepared in an analogous manner 
to that described in Example 81. 



Table 4 



EX. 
NO. 


PRODUCT 


5h (400 MHz, d« DMSO) 


mlz 
(ES + ) 


82 


3-(6-Benzylamino- 

pyridazin-4-3d)- 

benzonitrile 


4.65 (2H, d, J 5.9), 7.13 (1H, d, 
J 1.6), 7.22-7.26 (1H, m), 7.31- 
7.35 (2H, m), 7.38-7.40 (2H, 
m), 7.47 (1H, t, J- 5.9), 7.74 
(1H, t, J" 7.8), 7.94-7.97 (1H, 
m), 8.06-8.09 (1H, m), 8.26- 
8.28 (1H, m), 8.87 (1H, d, J 
1.6). 


2S7 


83 


3-[6-(2-Methoxy- 
benzylamino)- 
pyridazin-4-yl] - 
benzonitrile 


3.84 (3H, s), 4.60 (2H, d, J 5.9), 
6.87-6.91 (1H, in), 7.00-7.03 
(1H, m), 7.16 (1H, d, J 2.0), 
7.22-7.28 (3H, m) ; 7.74 (1H, t, 


317 
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J 7.8), 7.95-7.97 (1H, m), 8.06- 
8.09 (1H, m), 8.26-8.27 (1H, 
m), 8.86 (1H, d, J 2.0). 




84 


3-(6-Benzyloxy- 
pyridazin-4-yl) - 
benzonitrile 


5.59 (2H, s), 7.34-7.38 (1H, m), 
7.40-7.44 (2H, m), 7.52-7.55 
(2H, m), 7.72 (1H, d, J 2.0), 
7.76 (1H, t, J 7.8), 7.98-8.01 
(1H, m), 8.26-8.29 (1H, m), 
8.46-8.47 (1H, m), 9.40 (1H, d, 
,72.0). 


288 



EXAMPLE 85 



S'-ffi-Ethvlaminop^idazin^-vB^-fluor^^ 
5 A/-[5-(3-Bromophenyl)py (0.1 g, 0.360 

mmol), 2-(5,5-chmethyl-[l,3,2]dioxaborinan-2-yl^ (0.1 
g, 0.429 mmol), 2N Na2CC>3 (0.5 ml) and tetrakis(triphenylphosphine)- 
palladium(O) (10 mg) in tetrahydrofuran (1.5 ml) were combined and 
heated to 150°C for 10 min in a Smith Synthesiser microwave reactor. 

10 The reaction was diluted with CH2CI2 (6 ml) and NH 4 C1 (2 ml) then poured 
into a PTFE (5 jjM) fritted syringe barrel. The organic phase was 
concentrated while loading onto silica and purified by column 
chromatography using 50% ethyl acetate/hexanes followed by ethyl acetate 
as eluent. The title compound was obtained as a white solid by 

15 recrystallising from ethyl acetate (46 mg). 5h (400 MHz, d 6 DMSO) 1.19 
(3H, t, c/7.0), 3.41 (2H, qd, J 5.1, 7.0), 6.88 (1H, t, J 5.1), 7.05 (1H, d, J 
1.6), 7.69-7.76 (3H, m), 7.79-7.83 (1H, m), 7.85-7.88 (1H, m), 7.94-7.95 (1H, 
m), 8.01-8.04 (1H, m), 8.85 (1H, d, J 1.6); mlz (ES + ) 319. 



20 



EXAMPLES 86 TO 94 
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The compounds in Table 5 were prepared in an analogous manner 
to that described in Example 85. 

Table 5 

5 



EX- 
NO. 


PRODUCT 


6 H (400 MHz, dfi DMSO) 


mlz 
(ES + ) 


86 


4-Fluoro-3'-(6- 
isopropylaxaino- 
P3nciaazm- <±-yi ) - 
biphen3d-2-carbonitrile 


1.21 (6H, d, J 6.3), 4.14-4.22 
(1H, m), 6.74 (1H, d, J 7.8), 7.03 
(,ixi, a, J /.by- /. /o Qoxi, m), 
7.79-7.82 (1H, m), 7.S4-7.86 
(1H, m), 7.92-7.94 (1H, m), 8.01- 
8.04 (1H, m), 8.S3 (1H, d, J 2.0). 


333 


87 


4-Fluoro-3'-(6- 

p r opy laminopyr idazin- 

4-yl)biphenyl-2- 

carbonitrile 


0.95 (3H, d, J" 7.2), 1.56-1.67 
(2H, m), 3.33-3.37 (2H, m), 6.89- 
6.93 (1H, m), 7.06-7.07 (1H, in), 
7.69-7.88 (5H, in), 7.93-7.95 
(1H, in), 8.00-8.04 (1H, m), 8.84- 
8.85 (1H, m). 


333 


88 


3'-(6-Cyclopropyl- 
aminop3nridazin-4-yl)- 
4-fluorobiphenj 7 l-2- 
carbo nit rile 


0.48-0.52 (2H, m), 0.75-0.80 
(2H, m), 2.65-2.71 (1H, m), 7.16 

/ill A TO (X\ n qc n o<7 /ITT __\ 

(.1x1, a, d z.uj, /.O0-/.O/ (.111, m), 
7.70-7.76 (3H, m), 7.80-7.84 
(1H, m), 7.88-7.91 (1H, m), 7.98- 
7.99 (1H, m), 8.01-8.04 (1H, m), 
8.92 (1H, d, J 2.0). 


331 


89 


3'-(6-AUylamino- 
P3 r ridazin-4-yl)-4- 
£Luorobiphen3d-2- 
carbonitrile 


4.04-4.07 (2H, in), 5.09-5.13 
(1H, m), 5.23-5.28 (1H, m), 5.93- 
6.02 (1H, m), 7.07-7.09 (1H, in), 
7.10 (1H, d, c/1.6), 7.70-7.76 
(3H, m), 7.79-7.83 (1H, m), 7.85- 


331 
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7.88 (1H, m), 7.94-7.95 (1H, m), 
8.01-8.04 (1H, m), 8.80 (1H, d, J 
1.6). 




90 


3'-(6-Benzylamino- ~ 
pyridazin-4-yl)-4- 
iIuorobiphenyl-2- 
carbonitrile 


4.64 (2H, d, J 5.9), 7.14 (1H, d, 
J 2.0), 7.22-7.26 (1H, m), 7.31- 
7.35 (2H, m), 7.38-7.41 (2H, m), 
7.45 (1H, t, J 5.2), 7.69-7.76 
(3H, m), 7.78-7.82 (1H, m), 7.84- 
7.87 (1H, m), 7.92-7.94 (1H, m), 
8.01-8.04 (1H, in), 8.89 (1H, d, J 
2.0). 


381 


91 


4-Fluoro-3'-(6- 
m^tJiylarmTio- 
pyridazin-4-3d)- 
biphenyl-2-carbonitrile 


2.92 (3H, d, c/5.1), 6.88 (1H, t, J 
5.1), 7.06 (1H d J 2 0) 7 69- 
7.76 (3H, m), 7.79-7.83 (1H, m), 
7.86-7.89 (1H, m), 7.95-7.96 
(1H, m), 8.00-8.04 (1H, m), 8.87 
(1H, d, J 2.0). 


305 


92 


4-Fluoro-3'-f6- 
niethoxyp3rridazin-4- 
yl)biphenyl-2- 
carbonitrile 


7.70-7.77 (3H, m), 7.82-7.86 
(1H, m), 8.01-8.04 (2H, m), 8.13 
(1H, t, J 1.6), 9.39 (1H, d, J 2.0). 


OVJD 


93 


3'-(6-Ethoxypyridaziii- 
4-yl)-4-fluorobiphenyl- 
2-carbonitrile 


1 42 C3H t J 7 Ci) 4 55 C9H n ,7" 
7.0), 7.59 (1H, d, J 2.0), 7.70- 
7.77 (3H, m), 7.S3-7.86 (1H, m), 
8.01-8.04 (2H, m), 8.13-8.14 
(1H, m), 9.37 (1H, d, J 2.0). 


39f> 

OZ/U 


94 


3'-(6-Benzyloxy- 

pyridazin-4-yl)-4- 

fluorobiphenyl-2- 


5.59 (2H, s), 7.34-7.44 (3H, m), 
7.52-7.55 (2H, m), 7.70 (1H, d, J 
2.0), 7.71-7.77 (3H, m), 7.82- 


382 
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carbonitrile 


7.86 (1H, in), 8.01-8.06 (2H, m), 
8.14-8.15 (1H, m), 9.41 (1H, d, J 
2.0). 





EXAMPLE 95 



5 - (4- Fluor o - 3 -hvdroxyp henvD -3-phe nvlp vridazine 
5 To a solution of 5-(4-fluoro-3-methoxyphenyl)-3-phenylp5a-idazine 

(0.6 g, 2.14 inmol) in dichloromethane cooled to -70°C was added boron 
tribromide (0.81 ml, 8.56 mmol). The reaction mixture was stirred at 
-70°C for 30 min then allowed to warm to room temperature and stirred 
for 2 h. The reaction was cooled to 0°C, then 1 ml of methanol was added. 

10 The reaction mixture was poured onto a solution of sodium 

hydrogencarbonate, the precipitate obtained was collected by filtration, 
washed with water and dried (MgS04) to give the title compound (400 mg). 
6h (400 MHz, CDCI3) 7.37 (1H, dd, J 8.4, 11.2), 7.47-7.61 (5H, m), 8.26-8.28 
(2H, m), 8.37 (1H, d, J 2.0), 9.50 (1H, d, J 2.0), 10.25-10.40 (1H, br s); mtz 

15 (ES + ) 267. 

EXAMPLE 96 

5-r4-Fluoro-3-(2-methvl-2g-ri < 2 < 41triazol-3-vlmethoxv > >phenvl1-3- 

20 phenvlpyridazine 

To a solution of 5-(4-fluoro-3-hydrox5^phenyl)-3-phenylpyridazine (80 
mg, 0.3 mmol) in iV,iV-dimethylformamide (2 ml) was added sodium 
hydride (30 mg, 0.6 mmol). After stirring for 10 min (2-methyl-2£T- 
[l,2,4]triazol-3-yl)methanol (50 mg, 0.3 mmol) was added. The reaction 

25 mixture was heated at 60°C for 30 min. The reaction mixture was poured 
into water, and the precipitate obtained was collected by filtration, washed 
with water and dried (MgSCU). The solid was dissolved in ethyl acetate, 
adsorbed onto silica and purified by flash chromatography using ethyl 
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acetate/hexane (20:1) as eluent. The appropriate fractions were combined 
and evaporated under reduced pressure to give the title compound as a 
solid. S H (400 MHz, CDCla) 4.05 (3H, s), 5.44 (2H, s), 7.27-7.37 (3H, m), 
7.51-7.61 (3H, m), 7.92 (2H, dd, J 11.3, 2.3), 8.16 (2H, dd, J 6.3, 1.6), 9.34 
5 (1H, d, J 1.6); mlz (ES + ) 362. 

EXAMPLE 97 

5- r4-Fluoro-3-(l-methvl-3-trifluoroinethvI- lH-v vrazol-4-vlmethoxvV 

10 phenyl] - 3-phenvlp vridazine 

To a slurry of 5-(4-fluoro-3-hydroxyphenyl)-3-ph^n5dpjaidazine (80 
mg, 0.3 mmol), (l-methyl-3-trifluoromethyl-li?-p5a:azol-4-yl)methanol (81 
mg, 0.45 mmol) and triphenjdphosphine (118 mg, 0.45 mmol) in 
tetrahydrofuran (2 ml) was added diisopropyl azodicarboxylate (91 mg, 

15 0.45 mmol). The reaction mixture was stirred at room temperature for 2 
h. The reaction mixture was adsorbed onto silica and purified by flash 
chromatography using a gradient elution of isohexane/ethyl acetate 20:1 to 
1:20 as eluent. The appropriate fractions were combined and evaporated 
under reduced pressure to give a solid which was recrystallized from 

20 acetonitrile to give the title compound (45 mg). 6 H (400 MHz, CDC1 3 ) 3.96 
(3H, s), 5.21 (2H, s), 7.27-7.34 (3H, m), 7.51-7.61 (4H, m), 7.91 (1H 5 d, J 
2.3), 8.13-8.14 (2H, m), 9.35 (1H, d, .72.3); mlz (ES + ) 429. 

EXAMPLES 98 AND 99 

25 

The compounds in Table 6 were prepared in an analogous manner 
to that described in Example 96. 

Table 6 

30 



EX. 


PRODUCT 


8 H (400 MHz, CDCI3) 


mlz 
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NO. 






(ES + ) 


98 


5-[4-Fluoro-3- 
(pyridin-4- 

ylmethoxy)phenyl] -3- 
phenylpyxidazine 


5.27 (2H, s), 7.28-7 34 (3H m) 
7.42 (2H, d, J - 6.3), 7.51-7.59 (3H, 
m), 7.88 (1H, d, J 2.0), 8.11-8.13 
(2H, m), 8.66-8.68 (2H, m), 9.32 
(1H, d, J 2.0). 


358 


99 


5-[4-Fluoro-3- 
(p3rridin-3- 

yImethoxy)phenyi] -3- 
phenylpyridazine 


5.26 (2H, s), 7.27-7.39 (4H, m), 
7.51-7.59 (3H, m), 7.83-7.86 (1H, 
in), 7.90 (1H, d, J 2.3), 8.12-8.14 
(2H, m), 8.63 (1H, d, J" 3.9), 8.74 
(1H, s), 9.33 (1H, d, J 2.0). 


358 



EXAMPLE 100 



5-r4-Fluoro-3-(3-fluoropvrM 

To 3-chloro-5-[4-fluoro-3-(3-fluorop^^ (0.2 
g, 0.66 rnmol) in 1,4-dioxane (2 ml) was added 4-tri-7i-butylstannylpyridine 
(0.484 g, 1.31 rnmol) followed by tetrakis(triphenylphosphizie)palladium(0) 
(0.076 g, 0.065 rnmol) and the mixture heated at 150°C in a Smith 
Synthesiser microwave reactor for 12 min. The reaction was diluted with 
dichloromethane, filtered and evaporated to give a brown solid. The crude 
product was chromatographed on silica eluting with 1-5% 
methanol/CEkCk. Appropriate fractions were pooled and evaporated to 
give the title compound as a cream-coloured solid. 5h (400 MHz, CDCI3) 
7.40-7.47 (2H, m), 7.57-7.61 (1H, m), 7.82-7.86 (1H, m), 8.02-8.09 <4H, m), 
8.60-8.62 (1H, m), 8.82-8.84 (2H, m), 9.53 (1H, d, J 2.3); mlz (ES + ) 347. 



EXAMPLES 101 TO 104 
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The compounds in Table 7 were prepared using the requisite 
heterocyclic stamianes in an analogous manner to that described in 
Example 100 above. 

5 

Table 7 



EX. 
NO. 


PRODUCT 


5h (400 MHz, CDCI3) 


m/z 
(ES + ) 


101 


5-[4-Fluoro-3-(3- 

fluoropyridin-2- 

yl)phenyl]-3- 

(pyrazin-2-yl)- 

pyridazirie 


7.38-7.46 (2H, m), 7.56-7.61 (1H, 
m), 7.87-7.92 (1H, m), 8.09 (1H, 
dd, J 2.3, 6.7), 8.59 (1H, m), 8.68- 
8.75 (3H, m), 9.55 (1H, d, J 2.3), 
9.97 (1H, d, J 1.2). 


348 


102 


5-[4-Fluoro-3-(3- 
fluoropyridin-2- 
yl)phenyl] - 3 - (thiazol- 
2-yl)pyridazine 


7.37-7.46 (2H, in), 7.55-761 (2H, 
m), 7.86-7.90 (1H, m), 8.02 (1H, d, 
J 3.5), S.08 (1H, dd, J 2.3, 6.7), 
8.56 (1H, d, J2.3), 8.59-8.61 (1H, 
m), 9.49 (1H, d, J 2.3). 


353 


103 


5-[4-Fluoro-3-(3- 
fluoropyr icLbi- 2 - 
yl)phenyl]-3- 
(p3rridin-2- 
yl)pyridazine 


7.54-7.67 (3H, m), 7.92-7.97 (1H, 
m), 8.05-8.09 (1H, m), 8.24 (1H, s), 
8.26 (1H, s), 8.61-8.66 (2H, m), 
8.78 (1H, d, J 2.3), 8.80 (1H, dd, J 
0.8, 4.3), 9.77 (1H, d, J 2.3). 


347 


104 


5-[4-Fluoro-3-(3- 
fluoropyridin-2-yl)- 
phenyl] -3-(3-£Luoro- 
pyridin-4-yl)- 
pyridazine 


7.39-7.46 (2H, m), 7.56-7.61 (1H, 
m), 7.81-7.85 (1H, m), 8.02 (1H, 
dd, J 2.5, 6.5), 8.23 (2H, s), 8.60 
(1H, d, J 4.3), 8.67 (2H, dd, J 0.8, 
7.0), 9.54 (1H, d, J 1.6). 


365 
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EXAMPLE 105 

544-Fluoro-3-(3-fluQ ropvridin-2-vl)phenvll-3-(ljJ-ri.2 1 31triaznl-4- 
vDnvridazine 

A degassed solution of 3-cMoro-5-[4-fluoro-3-(3-fluoropyridin-2-yl)- 
phenyl]pyridazine (200 nig, 0.66 mmol) was formed in tetrahj'drofuran (3 
ml). (Trimethylsilyl)acetylene (0.14 ml, 0.99 mmol), triethylamine (0.14 
ml, 1 mmol), bis(triphenylphosphme)pauacuum(II) chloride (23 mg, 0.03 
mmol) and triphenylphosphine (4 mg, 0.015 mmol) were added in that 
order and the mixture left to stir for 20 min at room temperature. 
Copper(I) iodide (2 mg, 0.01 mmol) was added and the mixture stirred at 
room temperature for 18 h. The solvent was removed and the residue 
purified by flash column chromatography over silica using 80% ethyl 
acetate:20% isohexane as eluent to give 5-[4-fluoro-3-(3-fluoropyridin-2- 
yl)phenyl]-3-trimethylsilanylethynylpyridazine as a brown solid (210 mg). 
S H (400 MHz, CDC1 3 ) 0.31 (9H, s), 7.34-7.45 (2H, m), 7.55-7.60 (1H, m), 
7.74-7.78 (1H, m), 7.79 (1H, d, J 2.3), 7.95 (1H, dd, J 2.5, 6.5), 8.58-8.61 
(1H, m), 9.39 (1H, d, J2.Z). 

Sodium azide (19 mg, 0.29 mmol) was added to a solution of 5-[4- 

fluoro-3-(3-fluoropyridin-2-yl)phenyl]-3-trimethylsilanylethynylpyridazine 
(100 mg, 0.26 mmol) in iV,A^-dimethylformamide (1 ml) and the mixture 
stirred at room temperature for 16 h, then at 70°C for 4 h. The reaction 
mixture was allowed to cool to room temperature and was added to water 
(20 ml) then extracted with ethyl acetate (5 x 10 ml). The combined 
organics were dried over anhydrous magnesium sulphate, filtered and 
evaporated to a brown solid. Purification by preparative thin-layer 
chromatography using 10% methanol:90% dichloromethane as eluent gave 
the title compound as a tan solid. §h (400 MHz, d e -DMSO) 7.63 (1H, t, J 
9.8), 8.16-8.27 (3H, m), 8.49 (1H, d, J 2.3), 8.69 (1H, s), 8.75 (1H, d, J 2.3), 
9.66 (1H, d, J 2.0); mlz (ES + ) 355. 
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EXAMPLE 106 



5-r4-Fluoro-3-(3-fluoropyrM^ acid 
ethyl ester 

5 A solution of 3-cMoro-544-fluoro-3-(3-fluorop3nridin-2-yl)phenyl]- 

pyridazine (100 mg, 0.33 mniol) was formed in ethanol (10 ml) with N,N- 
dimethylformamide (2 ml). Sodium acetate (54 mg, 0.66 minol) was added 
and the mixture degassed with nitrogen. [l,l'-Bis(diphenylphosphino)- 
ferrocene]palladium(II) chloride (1:1 complex with dichloromethane) (20 

10 mg, 0.03 mmol) was added and carbon monoxide was bubbled through the 
solution as the mixture was heated to 90°C and maintained at that 
temperature for 45 min. The mixture was allowed to cool to room 
temperature and the solvent was removed. The residue was purified by 
flash column chromatographj^ over silica, using 80% ethyl acetate :20% 

15 isohexane as eluent, then recrystaUisation from dichloromethane and 
isohexane, to give the title compound as a white solid (30 mg). 8h (400 
MHz, CDC1 3 ) 1.51 (3H, t, J 7.0), 4.59 (2H, q, J 7.2), 7.38-7.46 (2H, m), 7.55- 
7.61 (1H, m), 7.81-7.86 (1H, m), 8.03 (1H, dd, J 2.5, 6.5), 8.41 (1H, d, J 
2.3), 8.59-8.61 (1H, m), 9.62 (1H, d, J 2.3); mlz (ES + ) 342. 

20 

EXAMPLE 107 



5-f3-(3,5-Difluoroi3vridin-2-vl)-4-fluorophenvl1-3-(2-fluorophenvl)- 
nvridazine- 1-oxide 

25 To a mixture of 5-[3-(3,5-difluoropyridin-2-yl)-4-fluorophenyl]-3-(2- 

fluorophen3d)pyridazine (50 mg, 0.13 mmol) in CH2CI2 (2 ml) was added m~ 
chloroperbenzoic acid (50%; 68 mg, 0.20 mmol). The solution was left to 
stand at room temperature for 22 h. 10% Sodium carbonate solution (1 
ml) was added and the solution poured into a PTFE (5 jaM) fritted syringe 

30 barrel. The organic phase was evaporated and the crude product purified 
by preparative TLC using a solvent S5'stem of 5% methanol in CH2CI2 to 
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yield a white solid. The solid was further purified by prep HPLC using a 
solvent system of 30-80% acetonitrile in 0.1% trifluoroacetic acid in water. 
Appropriate fractions were combined to give the title compound as a white 
solid (3 mg). 5 H (400 MHz, CDC1 3 ) 7.19-7.25 (1H, m), 7.29-7.41 (3H, m), 
5 7.47-7.53 (1H, m), 7.73-7.76 (1H, m), 7.78 (1H, t, J 1), 7.91 (1H, dd, c/3, 7), 
8.06-8.10 (1H, m), 8.42 (1H, d, J 1), 8.51 (1H, d, J 2); mlz (ES + ) 398. 

EXAMPLE 108 

10 3-(2,6-Difluorophenvl)-5-[4-fluoro-3-(3-fluoropvTi(hn-2-vl)phenvl1nvridazine 
To a degassed mixture of 3-chloro-5-[4-fluoro-3-(3-fluoropyridin-2- 
yl)phenyl]pyridazine (0.25 g, 0.82 mniol), hexamethylditin (0.323 g, 0.98 
mmol) and lithium chloride (0.1024 g, 2.46 mmol) in 1,4-dioxane (12 ml) 
was added tetrakis(triphenylphosphine)palladium(0) (0.048 g, 0.041 

15 mmol) and the mixture heated at 100°C for 3 h. Mass spectroscopy 
showed formation of the intended stannane. l-Bromo-2,6- 
difluorobenzene (0.3177 g, 0.187 ml, 1.65 mmol) was added, followed by 
tetraJkis(triphenylphosphine)palladium(0) (0.01 g, 0.0082 mmol), and the 
mixture heated at 100°C for 6 h. The reaction was cooled to room 

20 temperature, filtered and evaporated and the crude product purified b3^ 
preparative TLC (2 plates; 4% methanol- CH2CI2). Appropriate bands 
were collected and processed to give the title compound as an off-white 
solid which was recrystallised from ethyl acetate/isohexane to give a 
white solid (42 mg). 5 H (400 MHz, CDCI3) 7.05-7.12 (2H, in), 7.32-7.59 

25 (4H, m), 7.79-7.85 (2H, m), 8.00 (1H, dd, c/2.5, 6.5), 8.58-8.60 (1H, m), 
9.51 (1H, d, J 2.3). 

EXAMPLE 109 

30 3-(4-Chloro-2-fluoroDhenvlV5-r3-(3.5-difluoronvridin-2-vlV4- 
fluorot) henyllp vridazine 



WO 2004/014865 PCT/GB2003/003376 ' 

78 

3-CMoro-5-[3-(3,5-diiluoropyridin^ 
was coupled to l-bromo-4-cMoro-2-fluorobenzene by the method of 
Example 108 to give 3-(4-cMoro-2-fluorophen5d)-5-[3-(3,5-difluoropyridin- 
2-yl)-4-fluorophenyl]pyridazine as a white solid: 5 H (500 MHz, DMSO) 
5 7.54 (1H, m), 7.61-7.65 (1H, m), 7.70 (1H, dd, J 10.0, 0.5), 8.03-8.06 (1H, 
m), 8.16-8.24 (3H, m), 8.37 (1H, s), 8.74 (1H, s), 9.73 (1H, s); mlz (ES+) 
416:418 (3:1). 

EXAMPLE 110 

10 

5-r3-(3,5-Difluoropvridin-2-vD-4-fluoropheiivll-3-(2-fluoro-4- 
trifluoromethvlpheiivDpvridazine 

3-Chloro-5-[3-(3 J 5-difluorop3aldin-2-yl)-4-fluorophen3d]pyridazme 
was coupled to 4-bromo-3-fluorobenzotrifluoride by the method of 
15 Example 108 to give 5-[3-(3,5-difluoropyridin-2-3d)-4-fluorophenyl]-3-(2- 
fluoro-4-trifluoromethylpheiiyl)p5T:idazine as a white solid: 5 H (500 MHz, 
DMSO) 7.64 (1H, t, J 9.0), 7.82 (1H, d, J 8.1), 7.95 (1H, d, J 10.5), 8.16- 
8.26 (3H, m), 8.24 (1H, s), 8.46 (1H, s), 8.74 (1H, s), 9.78 (1H, s); mlz 
(ES + ) 450. 

20 

EXAMPLE 111 

5-r3-(3,5-Difluoropyridin-2-vl^^ 
pyridazine 

25 3-CMoro-5-[3-(3,5-difluoropjrridin-2-yl)-4-fluorophenyl]pyiidazine 
was coupled to 4-bromo-3-fluorotoluene by the method of Example 108 to 
give 5-[3-(3,5-difluoropyiidin-2-yl)-4-fluorophenyl]-3-(2-fluoro-4- 
methylphen5d)pyridazine as a white solid: 5 H (500 MHz, DMSO) 2.42 (3H, 
s), 7.25 (2H, s), 7.62 (1H, t, J 9.4), 7.93 (1H, m), 8.21 (3H, m), 8.30 (1H, 

30 s), 8.74 (1H, d, J 0.5), 9.68 (1H, s); mlz (ES + ) 396. 
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EXAMPLE 112 

3-(3,5-Difluorop^gidin-2^ 
fluorophenyllpyridazine 

3-Ckloro-5^3-(3, 5-difluoTO^ 
was coupled to 2-bromo-3,5-difluoropyridine by the method of Example 
108 to give 3-(3,5-dmuoropyrichn-2-yl)-543-(3,5-dmuoropyri(hn-2-yl)-4- 
fluorophenyl]pyridazine as a white solid: 8 H (500 MHz, DMSO) 7.61-7.65 
(1H, m), 8.16-3.24 (4H, m), 8.48 (1H, s), 8.75 (2H, d, J 12.2), 9.79 (1H, s); 
mlz (ES + ) 401. 

EXAMPLE 113 

Trifluoromethanesulfonic acid 5-r4-fluoro-3-(3-fluoropvridin-2- 
vl)phenvnpyridazm-3-vl ester 

A suspension of S-^-fluoro-S-CS-fluoropjaidin^-y^phenyy^i?- 
pyridazin-3-one (1.29 g, 4.52 mmol) was formed in dry pyridine (20 ml) 
and cooled to 0°C. Trifluoromethanesulfonic anhydride (1.14 ml. 6.78 
mmol) was added dropwise. The mixture was then allowed to warm to 
room temperature and after 30 min formed a dark red solution. The 
mixture was poured into water (100 ml) and extracted with 
dichloromethane (2 x 100 ml). The combined organics were dried over 
anhydrous magnesium sulphate, filtered and evaporated to a brown solid. 
Purification by flash column chroinatograpl^ over silica using 80% 
dichloromethane:20% ethyl acetate as eluent then recrystallization from 
dichloromethane using isohexane gave trifluoromethanesulfonic acid 5- [4- 
fluoro-3-(3-fluoro-pyridin-2-yl)phen34]p3aidazin-3-3d ester as a white solid: 
5 H (400 MHz, CDCI3) 7.40-7.47 (2H, m), 7.56-7.61 (2H, m), 7.78-7.82 (1H, 
m), 8.00 (1H, dd, J 2 and 6), 8.59-8.61 (1H, m), 9.55 (1H, d, J2); mlz (ES+) 
418. 
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EXAMPLE 114 

3-Ethvlsulfanvl-5-r4^^ 

A solution of 3-cHoro-5-[4-fluoro-3-(3-fluorop3nridin-2-yl)phen3d]- 
5 pyridazine (50 mg, 0.16 nimol) was formed in iV,iV-dimethylformamide (1 
ml). Sodium ethanethiolate (28 mg, 0.33 mmol) was added and the 
mixture stirred at room temperature for 8 h. The reaction was poured into 
water (20 ml) and extracted with ethyl acetate (2 x 20 ml). The combined 
organics were dried over anhydrous magnesium sulphate, filtered and 

10 evaporated to an orange solid. Purification by preparative thin layer 

chromatography using ethyl acetate as eluent gave 3-ethj^lsulfan3d-5-[4- 
fluoro-3-(3-fluoropyridin-2-yl)phenyl]pyridazine as a white solid (10 mg): 
8 H (400 MHz, CDC1 3 ) 1.47 (3H, t,J7), 3.43 (2H, q, Jl\ 7.35 (1H, t, J 9), 
7.40-7.44 (1H, m), 7.48 (1H, d, J 2), 7.54-7.59 (1H, m), 7.70-7.74 (1H, m), 

15 7.92 (1H, dd, J 2 and 6), 8.57-8.60 (1H, m), 9.17 (1H, d, J 2); mlz (ES + ) 330. 

EXAMPLE 115 

3-fe^Butvlsulfanvl-5-r4-fluoTO 

20 3-CMoro-5-[4-fluoro-3-(3-fluoropyridin-2-yl)phenyl]pyridazine (50 

mg, 0.16 mmol) and sodium 2-methyl-2-propanethiolate (37 mg, 0.33 
mmol) were reacted as in Example 114 to give 3-ier^butylsulfanyl-5-[4- 
fluoro-3-(3-fluoropyridin-2-yl)phenyl]pyridazine as a tan solid (13 mg): 8 H 
(400 MHz, CDCI3) 1.66 (9H, s), 7.35 (1H, t, J 9), 7.40-7.44 (1H, m), 7.53 

25 (1H, d, J 2), 7.54-7.59 (1H, m), 7.70-7.74 (1H, m), 7.91 (1H, dd, J 3 and 7), 
8.58-8.60 (1H, m), 9.21 (1H, d, J 2); mlz (ES + ) 302 (M+H-*Bu) and 358 
(M+H). 
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EXAMPLE 116 

5-r3-(3,5-Difluoixrovridin-2^ 
pyridazine 

5 3-Chloro-543-(3,5-difluoix)pyri^ 

(100 mg, 0.31 mmol) was coupled to 3-fluoro-4-tribut5dstannylp3a*idiiie 
(144 ing, 0.37 mmol) using the method in Example 100 to give 5-[3-(3,5- 
difluoropyridin-2-3d)-4-flu^ as 
a white solid (31 mg): 5 H (400 MHz, CDC1 3 ) 7.36-7.44 (2H, m), 7.81-7.85 
10 (1H, m), 7.97 (1H, dd, J 2 and 7), 8.21-8.24 (2H, m), 8.52 (1H, d, J 2), 8.64- 
8.68 (2H, m), 9.53 (1H, d, J 2); mlz (ES + ) 383. 

EXAMPLE 117 

15 5-r3-(3,5-Difluoropvridin-2-vl)-4-fluorophenvl1-3-(3-fluoropyridin-2-yl)- 
pvridazine 

3-Chloro-5-[3-(3 3 5-difluoropyridin-2-yl)-4-fluorophenyl]pyridazine 
(139 mg, 0.43 mmol) was coupled to 3-fluoro-2-tributylstaimylpyridine 
(200 mg ? 0.51 mmol) using the method in Example 100 to give 5-[3-(3,5- 
20 difluoropjaidin-2-yl)-4-£luorophenyl]-3-(3-fluoropyridin-2-yl)pyridazine as 
a white solid (70 mg): 5 H (500 MHz, CDCI3) 7.36-7.41 (2H, m), 7.46-7.49 
(1H, m), 7.66 (1H, t, J 10), 7.85-7.89 (1H, m), 8.01 (1H, dd, J 2 and 7), 8.41 
(1H, s), 8.52 (1H, s), 8.61 (1H, d, J 4), 9.53 (1H, s); mlz (ES + ) 383. 

25 EXAMPLE 118 

5-r4-Fluoro-3-(3-fluoropvridin-2-vl>phenvl1-3-(3-fluoropvridin-2-vl > )- 
pyridazine 

3-Chloro-5-[4-fluoro-3-(3-fluorop3aidin-2-yl)phen3d]pyridazine (216 
30 mg, 0.71 mmol) was coupled to 3-fluoro-2-tributylstaimylpyxidine (300 mg, 
0.78 mmol) using the method in Example 100 to give 5-[4-fLuoro-3-(3- 
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fluoropjTidin-2-yl)phenyl]-3-(3-fluoropyridin-2-yl)pyridaziiie as a white 
solid (106 mg): 5 H (400 MHz, CDC1 3 ) 7.35-7.48 (3H, m), 7.55-7.61 (1H 5 m), 
7.63-7.68 (1H, m), 7.84-7.89 (1H, m), 8.05 (1H, dd, J 3 and 7), 8.41 (1H, d, 
J 2), S.58-8.62 (2H, m), 9.54 (1H, d, J 2); m/z (ES + ) 365. 



EXAMPLE 119 



5-f4-FIuoro-3-(3-flT] oropvridiri-2-vnphenvl1-3-(3-flunropvridin-4-v1)- 
pyridazine 1 -oxide 

A solution of 5-[4-fluoro-3-(3-fluorop3T:idin-2-yl)phenyl]-3-(3-fluoro- 
pyridin-4-3d)p3Tridazine (100 mg, 0.27 mmol) was formed in 
dichloromethane (4 ml). A solution of m-chloroperoxj^benzoic acid (74 mg. 
77%, 0.33 mmol) in dichloromethane (1 ml) was added and the mixture 
stirred at room temperature overnight. The reaction was quenched into 
aqueous sodium carbonate (2M, 10 ml) and extracted with 
dichloromethane (10 ml). The organic phase was washed with aqueous 
sodium carbonate (1M, 2 x 10 ml) then dried over anhydrous magnesium 
sulphate, filtered and evaporated to a tan solid. Purification by 
preparative HPLC gave 5-[4-fluoro-3-(3-fluoropyridin-2-yl)phenyl3-3-(3- 
fluoropyridin-4-yl)pyridazine 1-oxide as a white solid (14 mg): 8 H (400 
MHz, CDC1 3 ) 7.39-7.47 (2H, m), 7.56-7.61 (1H, in), 7.74-7.78 (1H, m), 7.86 
(1H, s), 7.96 (1H, dd, J 3 and 7), 8.02 (1H, t, J 5), 8.49 (1H, d, J 1), 8.58- 
8.68 (3H, ni); m/z (ES+) 381. 



EXAMPLE 120 



5-f4-Fluoro-3-(3-fl uoro i n nridin-2-vi^phenvl1-3-(3-fluoro-1-n^v PVr idin-4-vlV 
pyridazine 

A solution of 3-fluoro-4-tributylstannylpyridine (1.0 g, 2.6 mmol) 
was formed in dichloromethane (5 ml). A solution of /n-chloroperoxy- 
benzoic acid (696 mg, 77%, 3.1 mmol) in dichloromethane (3 ml) was added 



WO 2004/014865 



83 



PCT/GB2003/003376 



and the mixture stirred at room temperature for 2 h. A further 10 ml of 
dichloromethane was added and the mixture was washed with saturated 
aqueous sodium bicarbonate (2 x 20 ml) then dried over anhydrous 
magnesium sulphate, filtered and evaporated to a yellow oil. Purification 
by flash column chromatography over silica using ethyl acetate as eluent 
gave 3-fluoro-4-tributjdstannylpyiidine 1-oxide as a colourless oil (1.0 g). 

3-CMoro-5-[4-fluoro-3-(3-flu^ (80 
mg, 0.26 mmol) was coupled to 3-fluoro-4-tributylstannylpyridine 1-oxide 
(117 mg, 0.2S mmol) using the method in Example 100 to give 5-[4-fiuoro- 
3<3-fluoropyriduv2-yl)phenyl]-3-(^ as 
a tan solid (31 mg): 5 H (400 MHz, CDC1 3 ) 7.39-7.47 (2H, m), 7.56-7.62 (1H, 
m), 7.S0-7.84 (1H, m), 8.00 (1H, dd, J 3 and 7), 8.18-8.22 (2H, m), 8.29 (1H, 
dd, J 2 and 7), 8.39 (1H, dd, J 7 and 9), 8.59-8.61 (1H, m), 9.50 (1H, d, J 2); 
mlz (ES + ) 381. 

EXAMPLE 121 

5-r2,4-Difluoro-3-(3,5-difluoro^ 
vDpyridazine 

A degassed solution of 2-bromo-3,5-difluorop3^idine (4.0 g, 20.6 
mmol), 2,6-difluorophenylboronic acid (3.9 g, 24.7 mmol) and potassium 
fluoride (4.3 g, 74.2 mmol) was formed in tetrahydrofuran (40 ml) with 
water (4 ml). Tris(dibenzylideneacetone)dipalladium(0) (189 mg, 0.21 
mmol) followed by tri-teri-butylphosphine (0.8 ml, 0.51M in hexane, 0.42 
mmol) were added and the mixture heated to 60°C for 18 h. The solvent 
was removed and the residue purified by flash column chromatograpl^ 
over silica using dichloromethane 60%:isohexane 40% as eluent to give 
3,5-difluoro-2-(2,6-difluorophenyl)p3^ridine as a white solid (2.2 g): 8 H (400 
MHz, CDCI3) 6.99-7.06 (2H, m), 7.32-7.46 (2H, m), 8.50 (1H, d, J 2.3). 

A solution of 3,5-difluoro-2-(2,6-difluorophenyl)pyridine (1.65 g, 7.26 
mmol) was formed in concentrated sulphuric acid (10 ml) and cooled to 
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0°C. l,3-Dibromo-5,5-dimeth3^1hydantoin (2.08 g, 7.26 mmol) was added 
portionwise and the mixture left to stir at 0°C for 2 h. The reaction was 
quenched into ice (250 ml) and extracted with dichloromethane (2 x 100 
ml). The combined organics were dried over anhydrous magnesium 
sulphate, filtered and evaporated to a yellow oil. Purification by flash 
column chromatography over silica using 60% isohexane:40% 
dichloromethane as eluent gave 2-(3-bromo-2,6-difluorophenyl)-3,5- 
difluoropjnridine as a colourless oil (1.95 g): 8 H (400 MHz, CDC1 3 ) 6.94-6.99 
(1H, m), 7.34-7.39 (1H, m), 7.61-7.67 (1H, m), 8.50 (1H, d, J 2.3). 

A degassed solution of 2-(3-bromo-2,6-difluorophenyl)-3,5- 
difluoropyridine (1.95 g, 6.37 mmol), bis(neopentyl glycolato)diborane (1.58 
g, 7.01 mmol) and potassium acetate (1.25 g, 12.7 mmol) was formed in 
1,4-dioxane (20 ml) with dimethylsulphoxide (0.4 ml). [1,1'- 
Bis(diphenylphosphino)ferrocene]dichloropalladium(II) complex with 
dichloroinethane (1:1) (100 mg) was added and the mixture heated at 80°C 
for 18 h. The solvent was removed and the residue stirred with aqueous 
sodium hydroxide (2N, 100 ml) for 30 min, then filtered. The filtrate was 
washed with diethyl ether (2 x 50 ml) then cooled to 0°C before being 
neutralised with concentrated aqueous hydrochloric acid, then extracted 
with dichloromethane (2 x 50 ml). The combined organics were dried over 
anhydrous magnesium sulphate, filtered and evaporated to give 3,5- 
difluoro-242,6-difluoro-3-(5,5-dimethyl-[l,3,2]dioxaborinan-2- 
yl)phenyl]pyridine as a pale yellow oil: 5 H (400 MHz, CDCI3) 1.03 (6H, s), 
3.78 (4H, s), 5.30 (1H, s), 6.97-7.02 (1H, m), 7.29-7.35 (1H, m), 7.80-7.80 
(1H, m), 8.48 (1H, d, c/2.3). 

A degassed solution of 3-cMoro-5-methox}Tpyridazine (473 mg, 3.27 
mmol), 3,5-difluoro-4-trimethylstannanylpyridine (1.0 g, 3.6 mmol), 
copper(I) iodide (31 mg, 0.2 mmol) and lithium chloride (416 mg, 9.8 mmol) 
was formed in 1,4-dioxane (10 ml). Tetrakis(triphenylphosphine)- 
palladium(O) (100 mg) was added and the mixture heated to 80°C for 16 h. 
The solvent was removed and the residue was purified by flash column 
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chromatography over silica using 40% isohexane:60% ethyl acetate to give 
3-(3,5-difluoropyri(hn-4-yl)-5-inethox5T33rridazine as a pale yellow solid 
(220 mg): 5 H (400 MHz, CDC1 3 ) 7.10-7.12 (1H, m), 8.54 (2H, s), 9.02 (1H, d, 
J 3.1); m/z (ES+) 224. 
5 A solution of 3-(3,5-difluoropyridin-4-yl)-5-methox5T)yridazine (210 

mg, 0.94 mmol) was formed in aqueous hydrobromic acid (5 ml, 48%) and 
refluxed for 2 h. The mixture was cooled in an ice bath and neutralised 
with aqueous sodium hydroxide to ~ pH 2 then with solid sodium 
hydro gencarbonate to neutral. The resulting white precipitate was * 
10 filtered and dried under vacuum over phosphorus pentoxide to give 6-(3,5- 
difluoropyridin-4-34)-li?-pyridazin-4-one as a white solid (110 mg): m/z 
(ES + ) 210. 

A suspension of 6-(3,5-difluoropyridin-4-yl)-liJ-pyridazin-4-one (60 
mg, 0.28 mmol) was formed in phosphorus oxychloride (0.8 ml) and heated 

15 to 80°C for 30 min to give a yellow solution. The phosphorus oxychloride 
was removed under reduced pressure and the residue diluted with 
dichloromethane (5 ml) and washed with water (3 x 10 ml) and saturated 
aqueous sodium hydrogencarbonate (10 ml) then dried over anhydrous 
magnesium sulphate, filtered and evaporated to give 5-chloro-3-(3,5- 

20 dLQuorop3aidin-4-yl)pyridazine as a yellow solid (63 mg): 5 H (400 MHz, 
CDCI3) 7.76-7.78 (1H, m), 8.58 (2H, s), 9.31 (1H, d, J 2.3). 

A solution of 5-chloro-3-(3,5-dMuorop3nridin-4-yl)pyridazine (107 mg, 
0.47 mmol) and 3,5-difluoro-2-[2,6-difluoro-3-(5,5-dimethyl- 
[l,3,2]dioxaborinan-2-yl)phenyl]p3oidine (191 mg, 0.56 mmol) was formed 

25 in 1,4-dioxane (4 ml) with aqueous sodium carbonate (1 ml, 2 M). 

TetraJd.s(triphenylphosphine)palladium(0) (50 mg) was added and the 
mixture heated to 150°C for 700 s in a Smith Synthesiser microwave 
reactor. The solvent was evaporated and the residue purified by flash 
column chromatography over silica using dichloromethane:ethyl acetate 

30 (1:1). Recrystallization from dichloromethane using isohexane gave 5-[2 3 4- 
difluoro-3-(3,5-difluoropjoidm-2-5^^ 
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yl)pyridazine as a white solid (106 mg): 5 H (400 MHz, CDCI3) 7.25-7.29 
(1H, m), 7.3S-7.43 (1H, m), 7.66-7.72 (1H, m), 7.90-7.91 (1H, m), 8.54 (1H, 
d, J 2.3), 8.57 (2H, s), 9.50-9.51 (1H, m); mlz (ES + ) 419. 

EXAMPLES 122 AND 123 

The compounds in Table 2A were prepared using the requisite 
boronic acids in an analogous manner to that described in Examples 33 
and 34. 



Table 2A 



EX. 
NO 


PRODUCT 


5 H 


mlz 


122 


5 - [3 - (3, 5 -difluoropy ridin- 
2-yl)-4-fluorophenyl]-3-(2- 
fluoro-4-methoxyphenyl)- 
pyridazine 


(500 MHz, DMSO): 3.9S (3H, 
s), 7.42 (1H, s), 7.65 (1H, dd, 
J 8.7, 9.2), 7.89-7.91 (1H, m), 
8.05 (1H, d, J 8.1), 8.17-8.21 
(1H, m), 8.29 (1H, s), 8.30 
(1H, s), 8.55 (1H, s), 8.75 (1H, 
s), 9.65 (1H, s). 


412 


123 


5-[4-Fluoro-3-(3- 

fluoropyridin-2-yl)- 

phenylj-3-(2-fluoro-4- 

methoxyphenjd)- 

pyridazine 


(400 MHz, CDCla): 3.89 (3H, 
s), 6.77 (1H, dd, J 2.3, 13.3), 
6.91 (1H, dd, J 2.3, 8.6), 7.36- 
7.44 (2H, m), 7.55-7.60 (1H, 
m), 7.79-7.82 (1H, m), 7.99 
(1H, dd, c/2.3, 6.7), 8.10 (1H, 
t, J2.0), 8.21 (1H, t, c/9.0), 
8.58-8.60 (1H, m), 9.39 (1H, 
d, J 2.0). 


394 
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EXAMPLES 124 TO 126 

The compounds in Table 7 A were prepared using the requisite 
heterocyclic stannanes in an analogous manner to that described in 
5 Example 100. 

Table 7A 



EX. 
NO. 


PRODUCT 


5h 


in/z 
(ES + ) 


124 


3-(3,5-DiQuoropyridin-4- 
yl)-5-[4-fluoro-3-(3- 
fluoropyridin-2- 
yl)phenyl]pyridazine 


(400 MHz, d 6 DMSO) 7.63- 
7.68 (2H, m), 7.95 (1H, in), 
8.23-8.29 (2H, m), 8.55 (1H, 
br s), 8.64 (1H, m), S.81 (2H, 
s), 9.88 (1H, d, J 1.8). 


383 


125 


3-(3,5-Difluoropyridin-2- 
yl)-5-[4-£Luoro-3-(3- 
fluoropyridin-2- 
yl)phenyl]pyridazine 


(400 MHz, d 6 DMSO) 7.61- 
7.67 (2H, m), 7.95 (1H, m), 
8.22-S.27 (3H, ni), 8.49 (1H, 
d, J 1.8), 8.65 (1H, m), 8.77 
(1H, d, J 1.8), 9.81 (1H, d, J 
1.9). 


383 


126 


3-(3,5-Difluoropyridin-4- 
yl)-5-[3-(3,5-difluoro- 
pyridin-2-yl)-4- 
fluorophenyl]pyridazine 


(400 MHz, CDC1 3 ): 7.36-7.43 
(2H, m), 7.80-7.84 (1H, m), 
7.89 (1H, t, J 1.0), 7.97 (1H, 
dd, J 2.3, 6.7), 8.51 (1H, d, J 
2.3), 8.57 (2H, s), 9.57 (1H, d, 
J 2.3). 


401 
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EXAMPLE 127 

3-(3,5-Difluoro-l-oxvnvridin-4^ 
phenvUpyridazine 

5 A solution of 3 ? 5-difluoro-4-trimethylstaimanylpyridine (2.0 g, 7.2 

mmol) was formed in dichloromethane (10 ml). A solution of 3- 
chloroperoxybenzoic acid (1.94 g, approx. 8.6 mmol) in dichloromethane 
(10 ml) was added drop wise and the solution stirred overnight at room 
temperature. The reaction mixture was poured into aqueous sodium 

10 carbonate (2M, 50 ml) and extracted with dichloromethane (2 x 50 ml). 

The combined organic phases were washed with water- (50 ml), dried over 
anhydrous magnesium sulphate, filtered and evaporated to give crude 3,5- 
difluoro-4-trimethylstannan3dpyridine 1-oxide as a white solid (1.31 g). 
3,5-Difluoro-4-trimethylstannanylpj^ridine 1-oxide (438 mg, 1.5 mmol) was 

15 coupled to 3-cUoro-5-[3-(3,5-difluoropyridin-2-yl)-4-fluorophenyl]- 

pjaidazine (400 mg, 1.24 mmol) using the method in Example 100 to give 
3-(3,5-difluoro-l-oxj^yridm-4^ 

phenyljpjrrridazine as a white solid (50 mg): 5 H (400 MHz, CDC1 3 ) 7.36-7.44 
(2H, m), 7.79-7.83 (1H, m), 7.86-7.87 (1H, m), 7.95 (1H, dd, J 2.5, 6.5), 
20 8.18-8.21 (2H, m), 8.51 (1H, d, J 2.3), 9.55 (1H, d, J 2.3); mlz (ES + ) 417. 

EXAMPLE 128 

5'-r6-(3,5-Difluoropyridin-2-vDp^ 

25 carbonitrile 

2'-Fluoro-5'- (4, 4, 5 , 5-tetramethyl- [1,3,2] dioxaborolan-2-yl)biphenyl- 
2-carbonitrile (2.50 g, 7.8 mmol) was coupled to 5-chloro-2ff-pyridazin-3- 
one (1.32 g, 10.0 mmol) using the method in Example 33 to give 2'-fluoro- 
5'-(6-oxo-l,6-dihydropyridazin-4-yl)biphenyl-2-carbonitrile (2.36 g): mlz 

30 (ES + ) 292. 
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2'-F1uoit>-5'^6-oxo-1,6-<^ 
(2.36 g) was reacted with phosphorus oxychloride (50 ml) using the method 
in Example 34 to give 5'-(6-chlorop3^ridazin-4-yl)-2'-fluoro-biphenyl-2- 
carbonitrile (1,89 g): mlz (ES+) 310. 
5 A solution of 3 5 5-difluoro-4-trimethylsilylpyridine (202 mg, 1.08 

mmol) in dry diethyl ether (2 ml) was added dropwise to a pre-formed 
solution of butyllithium (0.7 ml, 1.6M in hexanes, 1.13 mmol) and dry 
N,N, N',N -tetramethyleth3denediamine (0.2 ml, 1.35 mmol) in dry diethyl 
ether (2 ml) at -78°C. The yellow solution was stirred at -78°C for 1 h 

10 before dropwise addition of zinc chloride (1.6 ml, 1M in ether, 1.6 mmol). 
The resulting white precipitate was stirred at -78°C for 30 min then 
allowed to warm to room temperature over 2 h to give a solution of 3,5- 
difluoro-4-trimethylsilylpyridin-2-ylzinc chloride. A degassed solution of 
5'-(6-chloropyridazin-4-yl)-2'-fluorobiphenyl-2-carbonitrile (200 mg, 0.65 

15 mmol) and tetrakis(triphenylphosphine)palladium(0) (20 mg) in N 9 N- 
dimeths^lformamide (5 ml) was added to this solution and after further 
degassing the mixture was stirred at 80°C for 18 h. The mixture was 
poured into water (50 ml) and extracted with dichlorome thane (2 x 50 ml). 
The combined organics were dried over anhydrous magnesium sulphate, 

20 filtered and evaporated to a brown oil. Purification by flash column 

chromatography over silica, using a mixture of 20% ethyl acetate:80% 
dichloromethane as eluent, gave 5'-[6-(3,5-difluoropyridin-2-yl)pyridazin-4- 
yl]-2'-fluorobiphenyl-2-carbonitrile as a tan solid (80 mg): 8 H (400 MHz, 
CDC1 3 ) 7.41-7.48 (2H, m), 7.54-7.60 (2H, m), 7.71-7.75 (1H, m), 7.81-7.87 

25 (3H, m), 8.35 (1H, d, J 2.3), 8.52 (1H, d, J 2.3), 9.52 (1H, d, J 2.3); mlz 
(ES + ) 389. 

EXAMPLE 129 

30 5 r -r6-(3,5-Difluoropyridin-4-vl)pvridazin-4-vl1-2 , -fluorobiDhenvl-2- 
carbonitrile 
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5'-(6-Chloropyridazin-4^ (500 rag, 

1.6 mmol) was coupled to 3,5-difluoro-4-trimetliylstannanylp3aidine (538 
mg, 1.9 mmol) using the method in Example 100 to give 5 f -[6-(3 3 5-difluoro- 
P5aldin-4-yl)pyridazin-4-3d]-2'-fluorobiphenyl-2-carbonitrile as a tan solid 
(327 mg): 6 H (400 MHz, CDC1 3 ) 7.43-7.48 (1H, in), 7.55-7.60 (2H, m), 7.71- 
7.75 (1H, m), 7.78-7.89 (4H, m), 8.58 (2H, s), 9.57 (1H, d, J 1.6); mlz (ES + ) 
389. 

EXAMPLE 130 

4,2 / -Difluoro-5 / -r6-(3,5-difluoropvridin-4-vl)pvridazin-4'-vl1biphenvl-2- 
carbonitrile 

4 5 2 , -Di£luoro-5'-(4 J 4,5 ) 5-tetramethyl-[l ? 3 3 2]dioxaborolan-2-yl)- 
biphenyl-2-carbonitrile (5 g, 14.7 mmol) was coupled to 5-chloro-2iJ- 
pyridazin-3-one (1.59 g, 12.2 mmol) using the method in Example 33 to 
give 4,2'-difluoro-5'-(6-oxo-l,6-dihydj:op3^ridazin-4-yl)biphenyl-2- 
carbonitrile: mlz (ES + ) 310. 

4 3 2'-Difluoro-5'-(6-oxo-l,6-dihydropyridazin-4-yl)biphenyl-2- 
carbonitrile (4 g) was reacted with phosphorus oxychloride (20 ml) using 
the method in Example 34 to give 5'-(6-chloropyridazin-4-yl)-4,2'-difluoro- 
biphenyl-2-carbonitrile: mlz (ES + ) 328. 

5 f -(6-CMoropyridazin-4-yl)-4 J 2'-difluorobiphenyl-2-caxbonitrile (200 
mg, 0.61 mmol) was coupled to 3,5-difluoro-4-trimethylstannanylpyridine 
(204 mg, 0.73 mmol) using the method in Example 100 to give 4,2'- 
di£luoro-5'-[6-(3 5 5-difluoropyridin-4-3d)pyridazin-4-34]biphenyl-2- 
carbonitrile as a tan solid (75 mg): 8 H (400 MHz, d 6 -DMSO) 7.65-7.70 (1H, 
m), 7.77-7.85 (2H, m), 8.08 (1H, dd, J 2.3, S.6), 8.22-8.25 (2H, m), 8.54-8.55 
(1H, m), 8.82 (2H, s), 9.90 (1H, d, J 2.3); mlz (ES + ) 407. 
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EXAMPLE 131 

4,2'-Difluoro-5 / -r6-(3,5-difluoro 
carbonitrile 

5 5'-(6-Chloix)p3aidazin-4-3d)-4,2'-d:^^ (300 

mg, 0.92 minol) was coupled to 3,5-difluoro-4-trimethylsilylp3a:idin-2-yl- 
ziiic chloride (1.55 mniol) using the method in Example 128 to give 4,2'- 
difluoro-5'-[6-(3,5-difluorop30'idin-2-yl)pyridazin-4-yl]biphen34-2- 
carbonitriie as a pale pink solid (88 nig): 5 H (400 MHz, CDCI3) 7.42-7.48 
10 (3H, m), 7.53-7.60 (2H, m), 7.80 (1H, dd, J 2.5, 6.8), 7.83-7.88 (1H, m), 8.34 
(1H, d, c/2.0), 8.52 (1H, d, J 2.3), 9.52 (1H, d, J 2.3); mfz (ES + ) 407. 

EXAMPLE 132 

15 2-(5-r6-(3,5-Difluoropviidin-4-vl)pviidazm-4-vl1-2-fluorophenvl|- 
nicotinonitrile 

2-[2-Fluoro-5-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-3d)phenyl]- 
nicotinonitrile (4.86 g, 15 mmol) was coupled to 5-chloro-2i3 r -pyridazin-3- 
one (1.78 g, 13.7 mmol) using the method in Example 33 to give 2-[2- 
20 fluoro-5-(6-oxo-l,6-dih3^dropyridazm-4-yl)phenyl]nicotinonitrile (2.4 g): mlz 
(ES + ) 293. 

2- [2-Fluoro-5-(6-oxo- l,6-dihydxopyxidazin-4-yl)phenyl] - 
nicotinonitrile (2.4 g, 8.2 mmol) was reacted with phosphorus oxychloride 
(20 ml) using the method in Example 34 to give 2-[5-(6-chlorop57ridazin-4- 
25 3d)-2-fluorophenyl]nicotinonitrile (1.39 g): mlz (ES + ) 311. 

2-[5-(6-Chloropyiidazin-4-3d)-2-fluorophenyl]nicotinonitrile (300 mg, 
0.97 mmol) was coupled to 3,5-difluoro-4-trimethylstannanylpyridine (322 
mg, 1.16 mmol) using the method in Example 100 to give 2-{5-[6-(3,5- 
difluoropyridiii-4-34)p3^ridazin-4-yl]-2-fluorophenyl}iiicotinonitrile as a tan 
30 solid (95 mg): 8 H (400 MHz, CDCI3) 7.46-7.55 (2H, m), 7.86-7.90 (2H, m), 
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7.97 (1H, dd, J 2.3, 6.7), 8.15 (1H, dd, J 1.6, 7.8), 8.58 (2H, a), 8.96 (1H, dd, 
J 1.8, 4.9), 9.58 (1H, d, J 2.3); mlz (ES + ) 390. 

EXAMPLE 133 

2-{5- r6-(3. 5-Difluoror) vi-idin-2-vl)pvridazin -4-vil -2-fl noroohenvD- 
nicotinonitrile 

2-[5-(6-Chloropyridazin-4-yl)-2-fluorophenyl]nicotinonitrile (300 mg, 
0.97 rnniol) was coupled to 3,5-difluoro-4-trimethylsilylpjrridin-2-ylzinc 
chloride (1.93 mmol) using the method in Example 128 to give 2-{5-[6-(3,5- 
difluoropyridin-2-yl)pyridazin-4-yl]-2-£luorophenyl}nicotinonitrile as a 
white solid (70 mg): 8 H (400 MHz, CDC1 3 ) 7.43-7.54 (3H, m), 7.90-7.94 (1H, 
m), 8.01 (1H, dd, J 2.3, 6.7), 8.15 (1H, dd, J 2.0, 7.8), 8.37 (1H, d, J 2.0), 
8.52 (1H, d, J 2.3), 8.96 (1H, dd, J 1.8, 4.9), 9.54 (1H, d, J 2.3); mlz (ES+) 
390. 



EXAMPLE 1 34 

2'-Fluoro- 5'- r6-(2-oxopyrroIidin- l-vl ) t>vridazhi -4 -vnhinhfm Y l-2-carborn trite 

A solution of 2-pyrrolidinone (60 mg, 0.71 mmol) was formed in 
JV,AT-dimethylformamide (5 ml) and cooled to 0°C. Sodium hydride (60% ii 
mineral oil, 28 mg, approx. 0.71 mmol) was added and the suspension 
stirred at room temperature for 30 min. 5'-(6-Chloropyridazin-4-3d)-2'- 
fluorobiphenyl-2-carbonitrile (200 mg, 0.64 mmol) was added and the 
mixture heated at 50°C overnight. The reaction was quenched into water 
(50 ml) and extracted with ethyl acetate (3 x 50 ml). The combined 
organics were dried over anhydrous magnesium sulphate, filtered and 
evaporated to a brown oil. Purification by flash column chromatography 
over silica using a mixture of 20% ethyl acetate:80% dichloromethane as 
eluent, then recrystallization from dichloromethane using isohexane, gave 
2'-fluoro-5'-[6-(2-oxopyrroUdin-l-yl)pyridazin-4-yl]biphenyl-2-cai-bonitrile 
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as a tan solid (18 mg): 6 H (400 MHz, CDCla) 2.21-2.27 (2H, m), 2.72 (2H, t, 
J 8.1), 4.33 (2H, t, J 7.2), 7.40 (1H, t, J 9.0), 7.53-7.58 (2H, m), 7.69-7.84 
(4H, m), 8.94 (1H, d, J 2.0), 9.23 (1H, d, J 2.0); mfe(ES + ) 359. 

5 EXAMPLE 135 

2 / -Fluoro-5 / -r6-(2-oxo-2iJ-T)v^^ 
carbonitrile 

A mixture of 5'-(6-cMorop3aidazin-4-34)-2'-fluorobiphen3d-2- 
10 carbonitrile (310 mg, 1.0 mmol), 2-hydroxypyridine (143 mg, 1.5 mmol), 
copper(I) iodide (19 mg, 0.1 mmol) and potassium carbonate (207 mg, 1.5 
mmol) in iV,iV-dimethylforrnamide were heated to 150°C overnight. 
Mixture was allowed to cool to room temperature then aqueous ammonia 
(50 ml, ~5%) was added and the mixture extracted with ethyl acetate (2 x 
15 50 ml). The combined organics were washed with brine (50 ml) then dried 
over anhydrous magnesium sulphate, filtered and evaporated to a brown 
solid. Purification by flash column chromatography over silica using ethyl 
acetate as eluent, then recrystallization from ethyl acetate, gave 2'-fLuoro- 
5'-[6-(2-oxo-2i?-pyridin-l-y^^ 5 H (400 

20 MHz, CDCI3) 6.38-6.42 (1H, m), 6.68 (1H, d, J 8.8), 7.40-7.50 (2H, m), 7.54- 
7.58 (2H, m), 7.70-7.74 (1H, m), 7.78-7.85 (3H, m), 8.12-8.14 (1H, m), 8.45 
(1H, d, J 2.0), 9.45 (1H, d, J 2.2); m/z (ES+) 369. 

EXAMPLE 136 

25 

6,2 f -Difluoro-5 f -r6-(3.5-difluoropyridin-2-vl)pvridazin-4-vl1biphenvl-2- 
carbonitrile 

6,2'-Difluoro-5'-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-5d)- 
biphenyl-2-carbonitrile (5.0 g, 14.7 mmol) was coupled to 5-chloro-2i?- 
30 pyridazin-3-one (1.74 g, 13.3 mmol) using the method in Example 33 to 
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give 6,2'-difluoro-5'-(6-oxo-l,6-d^^ 
carbonitrile (4.2 g): mlz (ES + ) 310. 

6,2'-Difluoix)-5'-(6-oxo-l,6-d^y<^ 
carbonitrile (4.2-g, 13.6 mmol) was reacted with phosphorus oxychloride 
(30 ml) using the method in Example 34 to give 5'-(6-chlorop3aidazin-4-3d)- 
6 ? 2'-difluorobiphenyl-2-carboniti'ile (2.02 g): mlz (ES + ) 328. 

5'-(6-CMoropyridazm-4^ (500 
nig, 1.53 mmol) was coupled to 3,5-difluoro-4-trimethylsilylpyridin-2-yl- 
zinc chloride (3.05 mmol) using the method in Example 128 to give 6,2'- 
difluoro-5'-[6-(3 5 5-difluoro^ 

carbonitrile as a tan solid (100 mg): S H (400 MHz, CDCls) 7.42-7.51 (3H, 
m), 7.55-7.60 (1H, m), 7.65-7.67 (1H, m), 7.82 (1H, dd, ^7 2.3, 6.3), 7.87-7.91 
(1H, m), 8.34 (1H, d, J 2.0), 8.52 (1H, d, J 2.3), 9.52 (1H, d, c/2.3); mlz 
(ES + ) 407. 

EXAMPLE 137 

3-(3,5-Difluoropyridin-2-vlV5-(4-fl^ 

2- (4-Fluoro-3-trifluoromethylphenyl)-4,4,5,5-tetramethyl- 
[l,3,2]dioxaborolane (3.0 g, 10.3 mmol) was coupled to 5-chloro-2i7- 
pyridazin-3-one (1.13 g, 8.62 mmol) using the method in Example 33 to 
give 5-(4-fluoro-3-trifluoromethylphenyl)-2£T-pyridazin-3-one (1.93 g): mlz 
(ES + ) 259. 

5<4-Fluoro-3-trifluoromethylphenyl)-2i?-pyridazin-3-one (1.93 g, 
7.48 mmol) was reacted with phosphorus oxychloride (10 ml) using the 
method in Example 34 to give 3-chloro-5-(4-fluoro-3-trifluoromethyl- 
phenyl)pyridazine (1.42 g): mlz (ES + ) 277. 

3- CMoro-5-(4-fluoro-3-trifluorometh3dphen3d)pyridazine (500 mg, 
1.81 mmol) was coupled to 3,5-difluoro-4-trimethylsil3dp3n:idin-2-ylzinc 
chloride (3.62 mmol) using the method in Example 128 to give 3-(3,5- 
difluorop:7ridm-2-yl)-5-^ as a 



WO 2004/014865 



95 



PCT/GB2003/003376 



light brown solid (40 nig): 5 H (400 MHz, CDCls) 7.41-7.49 (2H, in), 7.93- 
8.01 (2H, m), 8.34 (1H, d, J 2.3), 8.54 (1H, d, J 2.3), 9.49 (1H, d, J 2.0); mlz 
(ES + ) 356. 

EXAMPLE 138 

3-(3,5-Difluoropvridin-2-vlV^ 
pyridazine 

4- Fluorophenylboronic acid was coupled to 5-chloro-2i?-pyridazin-3- 
one using the method in Example 33 to give 5-(4-fluorophenyl)-2H- 
P3Tidazin-3-one: mlz (ES + ) 191. 

5- (4-Fluorophenyl)-2H-pyridazin-3-one was reacted with phosphorus 
oxj^chloride using the method in Example 34 to give 3-chloro-5-(4- 
fluorophenyl)pyridazine: mlz (ES + ) 209. 

3-Chloro-5-(4-fluorophenyl)pyridazine was coupled to 3,5-difLuoro-4- 
trimethylsilylpyridin-2-3dzinc chloride using the method in Example 128 to 
give 3-(3,5-difluorop3aidin-2-yl)-5-(4-fluorophenyl)pyridazine: mlz (ES + ) 
288. 

3-(3,5-Di£luoropyridin-2-yl)-5-(4-fluorophen5d)p3rridazine (0.314 g, 
1.1 mmol) was dissolved in concentrated sulfuric acid (4 ml) and 1,3- 
dibromo-5,5-dimeth3^1hydantoin (0.311 g, 1.1 mmol) added and the mixture 
stirred for 20 min. The reaction mixture was poured onto ice (50 g) and 
adjusted to pH 11 with sodium hydroxide solution. The aqueous phase 
was extracted with dichloromethane (2 x 100 ml), and the combined 
organics dried over MgS0 4 , filtered and evaporated to give a brown solid. 
The crude product was chromatographed on silica eluting with ethyl 
acetate to give 5-(3-bromo-4-fluorophenyl)-3-(3,5-difluoropyridin-2-yl)- 
P3'ridazine as a white solid (0.111 g): mlz (ES + ) 366:368 (1:1). 

5-(3-Bromo-4-fluorophenyl)-3-(3,5-difluoropyridin-2-yl)pyridazine 
was coupled to 2-trifluoromethylphen3dboronic acid by the method of 
Example 34 to give 3-(3,5-difluorop3^idin-2-3d)-5-(6-fluoro-2'- 
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trifluoromethylbiphenyl-3-yl)pyridazine: 8 H (500 MHz, CDC1 3 ) 7.35 (1H, t, 
J 8.7), 7.40-7.47 (2H, m), 7.58 (1H, t, J 7.8), 7.63-7.69 (2H, m), 7.79-7.84 
(2H, m), 8.31 (1H, d, J 2.0), 8.51 (1H, d, J 1.5), 9.49 (1H, d, J 1.7); mlz 
(ES + ) 432. 

EXAMPLE 139 

5-('6.2 , -Difluorobjnh envl-3-vlV3-(3.5-difluoroD\a4din -2-vDr>vi-iHfl7.iTiA 

5-(3-Bromo-4-fluorophenyl)-3-(3,5-difluoropyridia-2-yl)pyridazine 
was coupled to 2-fluorophenylboronic acid by the method of Example 34 to 

give 5-(6,2'-dmuorobiphenyl-3-jd)-3-(3,5-(iifluoropyridm-2-yl)pyridazirie: 6 H 
(500 MHz, CDCI3) 7.21-7.24 (1H, m), 7.28-7.29 (1H, m), 7.36-7.47 (4H, m), 
7.75-7.83 (2H, m), 8.33 (1H, d, J 2.2), 8.52 (1H, d, J 2.2), 9.51 (1H, d, J 
2.2); mlz (ES + ) 382. 

EXAMPLE 140 

3-(3,5-Difluoropwidin-2-vlV5-( , 6.2'.4 , -trifluorobiphenvl-3-vni-)vvidazine 

5-(3-Bromo-4-£luorophenyl)-3-(3,5-difluorop3rridin-2-yl)pyridazine 
was coupled to 2,4-difluorophenylboronic acid by the method of Example 
34 to give 3-(3,5-difluoropyridin-2-yl)-5-(6,2 , ,4 , -trifluorobiphenyl-3-yl)- 
pyridazine: 5 H (500 MHz, CDCI3) 6.96-7.05 (2H, m), 7.36-7.47 (3H, m), 
7.75-7.80 (2H, m), 8.33 (1H, d, J 2.2), 8.52 (1H, d, J 2.2), 9.50 (1H, d, J 
2.4); mlz (ES + ) 400. 

EXAMPLE 141 

5-r3-(3.5-Difluoroovi do^n-2-v]V4-fluorophenvl1-3-(2.4.6-trif?nnro P henvlV 
pyridaziue 

3-CMoro-5-[3-(3,5-6^uoropyridin-2-yl)-4-fl.uorophenyl]pyridazine 
was coupled to l-bromo-2,4,6-trifluorobenzene by the method of Example 
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108 to give 5-[3-(3,5--difluoropyridii>2-yl)-4-fluorophenyl]-3-(2 J 4 5 6- 
tri£Luorophen3d)p3a'idazine: 6 H (500 MHz, CDCI3) 6.86 (2H, t, J* 8.2), 7.34- 
7.41 (2H, in), 7.81 (2H, t, J 6.4), 7.94 (1H, dd, J 2.2, 6.4), 8.51 (1H, d, J 
2.2), 9.47-9.57 (1H, m); mlz (ES + ) 418. 



EXAMPLE 142 

3-(3.5-Difluoropvridin-2-^^^^ 
yDphenvllpyridazine 

3-Chloro-5-[4-fluoro-3-(3-fluoropyridin-2-yl)phenyl]p3nridazirie was 
prepared via the coupling of 5-chloro-2iJ-pyridazin-3-one with 3-(3-fluoro- 
P3a*idin-2-yl)-4-fluorophenylboronic acid prepared according to WO 
0238568), according to the method of Example 126. 

3-chloro-5-[4-fluoro-3-(3-fluorop3^ichn-2-yl)phen5d]p3^ridazme (0.2g, 
0.66 mmol), dry dioxane (5 ml), lithium chloride (0.22g), and Copper (I) 
iodide (0.020g), were combined and degassed under nitrogen. 3,5-difluoro- 
2-trimethylstannylpyridine (0.318g; l.llmmol) was added followed by 
tetrakis(triphenylphosphiiie)palladium (0) (O.lOOg), the mixture 
thoroughly degassed under a nitrogen atmosphere, then heated at 85°C for 
48 h. The reaction was cooled to ambient temperature, diluted with 
dichloromethane (30 ml), and washed with 25% aqueous ammonium 
hydroxide (30 ml). The organic phase was separated and evaporated at 
reduced pressure. The residue was subjected to chromatograplty on silica 
gel eluent 5% methanol in dichloromethane. The product was dissolved in 
warm methanol and applied to an SCX acidic ion exchange resin cartridge. 
Elution with methanol, followed by a solution of ammonia in methanol (2 
molar), afforded clean product, which was recrystallised from hot aqueous 
methanol. (400 MHz, d 6 DMSO) 7.61-7.67 (2H, m), 7.95 (1H, m), 8.22-8.27 
(3H, m), 8.49 (1H, d, J 1.8), 8.65 (1H, m), 8.77 (1H, d, J 1.8), 9.81 (1H, d, J 
1.9); mlz (ES + ) 383. 
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EXAMPLE 143 

3>(3,5-Difluoropvridm-4>vD-543-r3.5-difluoro>Dvridin-2-vlV4- 
fluorophenvllpyridazine 

To a degassed suspension of 5-cWoro-2i7-pyridazin-3-one (7.1198g; 
54.54mmol) and 3<3 5 5-difluoro-p5a*idin-2-yl)-4-fluorophenylboronic acid 
(prepared according to WO 0238568) (11.5g; 45.45raraol) in dioxan (300 g 
ml) was added degassed sodium carbonate solution (60 ml, 2N) followed by 
dichloro[l, l , -bis(diphenylphosphino)ferrocene]palladium (1.85g; 2.27mmol) 
mixture heated at reflux for 18 h. The mixture was cooled in an ice bath 
with stirring for 30 min and the solid collected by filtration washing with 
water and dried under vacuum over P2O5 to give 5-[3~(3,5-difluoro-pyridin- 
2-3d)-4-fluoro-phenyl]-2H-pyridazm-3-one as a beige powdery solid. (9.5 g) 
mlz (ES + ) 304. 

5-[3-(3,5-Difluoro-pyiidm^ 
(4.5g; 14.8397mmol) was added to phosphorus oxychloride (80 ml) and the 
mixture placed in an oil bath pre-heated at 80°C. After stirring for 40 
minutes volatiles were removed under vacuum and the brown residue 
treated with ice (150 g), trituration of the brown oil gave a powdery solid. 
The mixture was neutralised by the addition of saturated sodium 
hydrogen carbonate solution. The aqueous phase was extracted with ethyl 
acetate (3x300 ml), and the combined organics washed with brine (200 ml), 
dried over MgS04, filtered and evaporated to give 3-chloro-5-[3-(3,5- 
difluoro-pyridin-2-yl)-4-fluoro-phen34]-pyridazine as a beige coloured 
powdery solid, mlz (ES + ) 322:324 (2:1). 

To a degassed suspension of 3-chloro-5-[3-(3,5-difluoro-pyridin-2-yl)- 
4-fluoro-phenyl]-pyridazine (3.045g; 9.46mmol), 3,5-difluoro-4- 
trimethylstannylpyridine (3.15g; 11.35mmol), copper (I) iodide (0.09g ; 
0.473mmol) and lithium chloride (O.SOg ; 18.93mmol) in dioxan (30ml) 
was added tetrakis(triphenylphosphine)palladium (0) (0.5469g; 
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0.473mrnol) and the mixture heated at 85°C for 18 h. The reaction was 
cooled to ambient temperature, diluted with ethyl acetate (70 ml) and 
filtered through a catalyst filter. The filtrate was absorbed onto silica and 
chromatographed eluting with ethyl acetate :iso-hexane 1:1, to give the 
5 product as an off white solid. Recrystallisation from ethyl acetate iso- 
hexane gave a white solid (3.13g). (400 MHz, CDC1 3 ): 7.36-7.43 (2H, in), 
7.80-7.84 (1H, m), 7.89 (1H, t, J 1.0), 7.97 (1H, dd, J 2.3, 6.7), 8.51 (1H, d, 
c/2.3), 8.57 (2H, s), 9.57 (1H, d, c/2.3); mlz (ES + ) 401. 

10 EXAMPLE 144 



3-(3.5-Difluoropvridin-2-vlV5-r3-(3.5-dmuoronvridin-2-vl)-4- 
fluorophenvnpyridazine 

To a stirred solution of the 2-bromo-3,5-difluoropyridine (0.5g; 

15 2.57mmol) in ether (5 ml) at -78°C was added n-butyllithium (1.77ml; 
2.83mmol; 1.6 M in hexanes) and the mixture stirred for 15 min, zinc 
chloride (3.866ml; 3.8664mmol; 1M soln in ether) was added and the 
mixture stirred at -78°C for 15 min then allowed to warm to room 
temperature. 3-Chloro-5-[3-(3,5-difluorop3^ridin-2-3d)-4-fluorophenyl]- 

20 pyridazine (0.33g; 1.03mmol) was dissolved in DMF (6 ml) and degassed 
for 15 minutes, tetrakis(triphenylphosphine)palladium (0) (0.148g; 
0.128mmol) was added and the mixture added to the aiyl zinc prepared 
above and heated at 80°C for 14 h. The reaction was partitioned between 
water (50 ml) and DCM (100 ml). The organic phase was separated dried 

25 (MgSCU) filtered and evaporated to give a brown oil. The product was 
chromatographed on silica elututed with DCM to 40% ethyl acetate in 
DCM to give the product as a white solid (182 mg) 8 H (500 MHz, DMSO) 
7.61-7.65 (1H, m), 8.16-8.24 (4H, m), 8.4S (1H, s), 8.75 (2H, d ? J 12.2), 
9.79 (1H, s); mlz (ES + ) 401. 
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EXAMPLE 145 

543-(3.5-Difluoropvridi^ 
pyridazine 

5 To a degassed mixture of 3-chloro-5-[3-(3,5-difluoropyridin-2-yl)-4- 

fluorophen3d]pjT:idaziiie (0.3 g, 0.95 nimol), hexamethylditin (0.366 g, 1.1 
mmol) and lithium chloride (0.116 g, 2.7 mmol) in 1,4-dioxane (12 ml) was 
added tetrakis(triphenylphosphine)palladium(0) (0.053 g, 0.04 mmol) and 
the mixture heated at 100°C for 2 h. Mass spectroscopy showed formation 

10 of the intended stannane. l-Bromo-2,4,6-trifluorobenzene (0.393 g, 1.8 
mmol) was added, followed tetrakis(triphenylphosphine)palladium(0) 
(0.01 g, 0.0082 mmol), and the mixture heated at 100°C for 18 h. The 
reaction was cooled to room temperature, filtered and evaporated. The 
crude product was chromato graphed on silica eluted with 30% ethyl 

15 acetate in DCM to give a brown solid, which was triturated with diethyl 
ether and the solid collected by filtration to give the product as an off- 
white solid (12 mg). 5 H (500 MHz, CDC1 3 ) 6.86 (2H, t, J 8.2), 7.34-7.41 (2H 5 
m), 7.81 (2H, t, J 6.4), 7.94 (1H, dd, J 2.2, 6.4), 8.51 (1H, d, J 2.2), 9.47- 
9.57 (1H, m); mlz (ES + ) 418. 



20 



WO 2004/014865 PCT/CB2003/003376 

101 



CLAIMS: 



1. A compound of formula I, or an AT-oxide thereof or a 
pharmaceutically acceptable salt thereof: 

5 




wherein 

X 1 represents hydrogen, halogen, Ci-6 alkyl, trifluoromethyl or Ci-g 
10 alkoxy; 

X 2 represents hydrogen or halogen; 

Z represents hydrogen, halogen, cyano, cyanomethyl, 
trifluoromethyl, nitro, hydroxy, Ci-g alkoxy, formyl, C 2 -e alkoxycarbonyl, or 
an optionally substituted aryl, heteroaryl or heteroaryl(Ci-G) alkoxy group; 
15 R 1 represents hydrogen, hydrocarbon, a heterocyclic group, halogen, 

cyano, trifluoromethyl, nitro, -OR a , -OSO2CF3, -SR a , -SOR a , -S0 2 R a , 
-S0 2 NR a R b , -NR a R b , -NR a COR b , -NR a C0 2 R b , -COR a , -C0 2 R a , -CONR a R b or 
-CR a =NOR b ; 

R 2 represents hydrogen or C2-6 alkoxycarbonyl; and 
20 R a and R b independently represent hydrogen, hydrocarbon or a 

heterocyclic group. 

2. A compound as claimed in claim 1 represented by formula 
IIA, and A r -oxides thereof and pharmaceutical^ acceptable salts thereof: 
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Z 



OiA) 



wherein 

Z is as defined in claim 1; 
5 X 11 represents hydrogen, fluoro, chloro, methyl, trifluoromethyl or 

methoxy; 

X 12 represents hydrogen or fluoro; and 

R u represents phenyl, halophenyl, dihalophenyl, trihalophenyl, 
(Ci-6 alkyl)(halo)phenyl, (trifluoromethyl)(halo)phen3d, Ci-6 alkoxyphenyl, 

10 (Ci-6 alkoxy)(lialo)phenjd, cyanophenyl, (cyano)(halo)phenyl, C3-7 

heterocycloalkyl (optionally substituted by oxo), C3-7 heterocj^cloalkenyl, 
heteroaryl (optional substituted by one or more halogen atoms, and/or by 
oxo), Ci-6 alkoxy, C2-6 alkenyloxy, aryl(Ci-G)a!koxy, triflyloxy, 
Ci-6 alkylthio, Ci-e alk3daxnino, C2-6 alkenylamino, C3-7 c3^cloalkylamino, 

15 aryl(Ci-6)alkylamino (optionally substituted by Ci-6 alkoxy) or C2-6 
alkox3'carbonyL 

3. A compound as claimed in claim 2 represented by formula 
IIB, and iV-oxides thereof and pharmaceutically acceptable salts thereof: 
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am 



wherein X 11 , X 12 and R n are as denned in claim 2; and 
R 3 represents rrydrogen or fluoro. 

4. A compound as claimed in claim 2 represented by formula 
IIC, and N-oxides thereof and pharmaceutical^ acceptable salts thereof: 



(IIC) 

wherein X 11 , X 12 and R" are as defined in claim 2; and 
R 4 represents hydrogen, fluoro, cyano or methyl. 

5. A compound as claimed in claim 2 represented by formula 
IID, and iV-oxides thereof and pharmaceutically acceptable salts thereof: 
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an>) 

wherein X 11 , X 12 and R 11 are as defined in claim 2; 
R 4 is as defined in claim 4; and 
R 5 represents hydrogen or fluoro. 

6. A compound as claimed in claim 5 represented by formula 
HE, and iV-oxides thereof and pharmaceutical^ acceptable salts thereof: 




(IIE) 

wherein 

V represents N and W represents CF; or 

V represents CF and W represents N; or 

V and W both represent CF; 
X 12 is as defined in claim 2; and 
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R 5 is as defined in claim 5. 



7. A compound selected from: 
3 5 5-diphenylp3a-idazine-4-carboxylic acid ethyl ester; 
5 3,5-diphenylpjT:idazine-4-carboxylic acid methyl ester; 
3 , 5-diphenjdpyrida:zine; 

5-[2-fluoro-3-(p3n:idin-3-yl)phen3d]3-phenylpyridazine; 
5-(3-isopropoxyphenyl)-3-phenylpja:idazine; 

10 4 5 2'-difluoro-5'-(6-phenylpyridazin-4-yl)biphenyl-2-carbonitrile; 

5 - (3-cy anophenjd) - 3 -phenylpyridazine ; 

5-(3-bromophen3d)-3-phenylpyridazine; 

3 -p he ny 1- 5 - [3 - (pyridin- 3 -y l)phenyl] pjnridazine ; 

3-phenyl-5-(3-[l ) 2,4]triazol-4-ylphen3d)pyridazine; 
15 5 - [2 , 4- difluor o- 3 - (pyridin-4-yl)pheny 1] - 3 -pheny lp3>ridazme ; 

5-[3-(2-methyl-2i7-[l,2,4]triazol-3-ylmethoxy)phenyl]-3-phenylpyridazine; 

6,2 f -difluoro-5'-(6-phenylpyridaziii-4--yl)biphenyl-2-carbonitrile; 

5 - [4-fluoro- 3 - (pyridin-4-3d)pheiiyl] - 3 -pheny lpsnridazine ; 

5-[4-fluoro-3-(3-fluorop3rridin-2-yl)phenyl]-3-phenylp3aidazine; 
20 3-phenyl-5-[3-(p3aidia-2-ylmethoxy)phenyl]pyridazine; 

5-[4-fluoro-3-(3-fluoropyxidin-4-yl)phenyl]-3-phen34pyridazine; 

5- [2-fluoro-3-(p3rridin-4-yl)phen3d] -3-phenylpyridazine; 

5-[3-(3,5-difluorop3rridin-2-yl)-4-fluorophenyl]-3-phenylp3a:idazine; 

5-[4-fluoro-3-(p3n:idin-3-3d)phenyl]-3-phenylpyTidazine; 
25 [3-(6-phenylp3^ridazin-4-yl)phenyl]acetonitrile; 

2 - fluoro-5 - (6-phenylp3>xidazin-4-yl)be nzonitrile ; 
5 - (3 -nitr ophenyl) - 3-p henylpy ridazine ; 

3- (6-phenylpyridazin-4-yl)benzoic acid niethyl ester; 
3-(6-phenylpyridazin-4-3d)benzaldeh3^de; 

30 5-(3-fluorophenyl)-3-phenylp3aidazine; 

3-phenyl-5-(3-tri£luoromethylphenyl)pyridazine; 
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5 - (3 -me thoxyphenyl)- 3-pheny lpyridazine ; 
5,2'-difluoro-5'-(6-phenylpyri^ 

3,2'-difluoro-5'-(6-phenylpyiida2in-4-yl)biphenyl-2-carbom 
5-(4-fluoro-3-metlioxyphenyl)-3-phenylpyridazine; I 
5 6, 2'-difluoro-5' - [6-(4-fluorophenyl)p3aidazin-4-jd]biphen3d-2-caTboiiitrile ; 

4- fluoro-3'-(6-pbenylpyridazin-4-yl)biphen3d-2-carbonitrile; 
6,2'-difluoro-5'46-(tMen-2-3d)p3rc^ 
6,2'-difiuoro-5'46-(4-methox3^heny 

5'-[6^3-cMorophenyl)p3o:idazin-4-yl]-6,2 , -difluorobiphenyl-2-car^ 
10 6,2'-difluoro-5'-[6-(p3aud^ 

5'46-(4-cMorophenyl)p3^idazin-4-yl]-6 5 2'-difluorobiphenyl-2-carbo 
6,2'-difluoro-5'46-(p3nddin-4-y^^ 

5 - [3 - (3 , 5-difluor opyridin- 2-y 1) - 4-fluor op henyl] - 3 - (4-fluor ophe ny 1) - 
pyridazine; 
15 5-[4-fiuoro-3-(3-fluorop3nidm^ 

5- [3- (3 , 5-difiuorop3n:idin-2^ 
P3?ridazine; 

5- [4-fluoro-3-(3-fluorop3aidin-2-yl)p henyl] -3-(p3nridin-3-3d)pyxidazine; 
5- [3-(3 , 5-difluorop3n:idin^ 
20 p3^ridazine; 

3-(2,4-difluorophenyl)-543-(3,5-dM 
pyxidazine; 

5^3-(3,5-difluoropyridin-2~yl>^ 

P3^idazine; 
25 6,2'-difluoro-5'46-(2-fluoTO^ 

6 , 2' -diHuoro-5'- [6- (3 -fluorophenyl)py ridazin-4-3d]biphenyl- 2-carbomtrile ; 

3-[6-(3-fluorophen3d)p3aadazin-4-3d]benzonitrile; 

3-[6-(2-fluoroplien3d)pyTidazin-4-yl]benzonitrile; 

3 - [6- (4-fluorop henyl)p3aidazin-4-yl] b enzonitrile ; 
30 3- [6-(4-methox3^henyl)p3n:idazin-4-yl]beiizonitrile; 

3-[6-(3 5 4-difluorophenyl)p5a:idazia-4-3d]benzoiiitrile; 



WO 2004/014865 



107 



PCT/GB2003/003376 



3 - [6 - (2 , 4- difluor op he ny 1^ 
5'46<2-cMorophenyl)pyr^ 

3- (4-methoxyphenyl)-5-phenylp^ 

4- fluoro-3'-[6-(4-metliox5^hen3^ 

543- (3,5-difluoropyridin-2-3d)-4-fluorophenyl]-3-(4-methox^ 
pyridazine; 

3-(4-chlorophenyl)-543-(3,5- 
pyridazine; 

O fK TO /O K Al-Cl*^^- : J™ O -Cl t n - i , • ^ t \ 

^ - l ^- L ^-^o ? o-ctj.a_Lu.^iupj'j.i.u_Lja-^ ( - < )' v~^'^^ UJL,J P JLlt;jJL > / ijpyr-LtLa.zm-t3-yi}~D- * 

fluorobenzonitrile; 

3<4-ckloix)phenyl)-544-fl 

544- fluoro-3<3-fluorop3aidin-2-yl^^ 
5^4-fluoiX)-3<3-fluoropyiidin-2^ 

3-(2 3 3-difluorophenjd)-5-[4-£luoro-3-(3-fluoropyiidin-2-yl)phe 
pyridazine; 

544-fluoro-3-(3-fluorop3aidin^ 

5- [4-fluoro-3-(3-fluoropyridm^^ 
3-(2 5 5-difluorophenyl)-544-fl^^ 
P3^ridazine; 

3- (3,4-di£Luorophenyl)-544-fluoi^ 
pyridazine ; 

4- {5^4-fluoro-3-(3-fluoropyri^ 

N- [5- (3-bromophenyl)p3a*idazin-3-3d] -iV-methylamine ; 

iV-[5-(3-bromophenyl)p3n:idazin-3-yl]-iV4sopropylamine; 

N- [5- (3-bromophenyl)pyridazin-3-yl] -iV^clopropylamine ; 

7V-allyl-AT-[5-(3"broniopiienyl)pyridazm-3-yl]ainine; 

AT-[5-(3-bromophenyl)pyiidazin-3-yl]-iV-ethylamine 

A^-benzyl-AT-[5-(3-bromophenyl)pyridazin-3-3d]amine; 

N45-(3-bromophenyl)p3aidazin-3^ 

5K3-bromophenyl)-3-(2,5-dih3^dropyrrol-l-yl)pyridazine; 

5- (3-bromopheii3d)"3-ethox3rpyridazine; 
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3-all3doxy-5-(3-bromopheiiyl)pyridaziiie; 
3-(64sopropylaminopyridazin-4-yl)benzonitrile; 
3-(6-benzylaniinopjTidazin-4-yl)benzonitrile; 
3-[6-(2-methoxybenz3dammo)pyridazin-4-yl]benzonitrile; 

3- (6-benzyloxypyridazin-4-yl)beiizonitrile; 

3'<6-etb3daminopyridazin-4-yl)-4-fluorobiphen3d-2-carbonitrile; 

4- fluoro-3'-(64sopropylaminopyridazin-4-3d)biphenyl-2-carbonitrne; 
4-fluoro-3'-(6-prop3daminopyridazin-4-3d)biphenyl-2-carbordtrile; 
3'-(6-cyclopropylaminop3Tridazin-4-3d)-4-fluorobiphenyl-2-carbonitrile; 
3'-(6-allylaminop3aidazin-4-yl)-4-fluorobipbenyl-2-carbonitrile; 
3'-(6-benzylaminop3T:idazin-4-yl)-4-fluorobiphenyl-2-carboiiitrile; 
4-fluoro-3'-(6-metbylaminop3audazin-4-yl)biphenyl-2-carbonitrile; 

4- fluoro-3'-(6-methoxyp3rridazin-4-3d)biphenyl-2-carbonitrile; 
3'-(6-ethox3'pyridazin-4-yl)-4-fluorobiphenyl-2-carbonitrile; 
3'-(6-benzylox3Tpyridazin-4-yl)-4-fluorobiphenyl-2-carbonitrile; 

5- (4-fl.uoro-3-hydroxyphenyl)-3-pbenylpyridazine; 

5-[4-fluoro-3-(2-meth5d-2H-[l,2,4]triazol-3-ylinethoxy)pbenyl]-3- 
pheri5dpyridazine; 

5-[4-fluoro-3-(l-meth3d-3-trifluorometbyl-liJ-pyrazol-4-ylmetboxy)pben3d]- 
3-phenylpyridazine; 

5^4-£luoro-3-(p3aicliii-4-ylmethoxy)pben3d]-3-pbenylp5a-idaziae; 

5-[4-fluoro-3-(pyridin-3-yLiiethoxy)pbenyl]-3-phenylp5aidazine; 

5-[4-fluoro-3-(3-fluoropyridin-2-yl)phenyl]-3-(pyridin-4-yl)pyridazine,- 

5-[4-fluoro-3-(3-fluoropyi4din-2-yl)pbenyl]-3-(p3a'azin-2-3d)pyridazine; 

544-fluoro-3^3-fluoropyridin-2-yl)pbenyl]-3-(tbiazol-2-yl)pyridazine; 

S-^-fluoro-S-CS-fluoropsTridin^-y^pbenyll^-Cpyridin^-y^pya-idazine; 

5-[4-fluoro-3-(3-fluoropyridin-2-5d)phenyl]-3-(3-fluoropyi-idin-4- 

3 r l)p3a-idazine ; 

S-^-fluoro-S-CS-fLuoropyridin^-y^pbenylJ-S-dif-fl^.Sjtriazol^- 
yl)pyridaziae; 
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5-[4-fluoix>-3-(3-fl^^ acid 
ethyl ester; 

543<3,5-difluoropyridin-2.yl).4-fluorophenyl]-3-(2-fluorop 
P3nridazine- 1-oxide; 

3-(2,6-dmuorophenyl)-544-fluoro-3-(3-£luoropyiidi^ 
pjoridazine; 

and pharmaceutical^ acceptable salts thereof. 

8. A compound selected from: 

3-(4-cMoro-2-fluorophenyl)-543-(3,5-dmuoropyridin-2-yl)-4. 
fluorophenyljpyridazine; 

5-[3-(3,5-difluoropyridin-2-yl)-4-fluorophenyl]-3-(2-fluoro-4. 

triflnoromethylphenyl)pyridazine; 

M3-(3,5-dmuoropyridin-2^^^ 

pyridazine; 

S-CS^-difluoropyridin^-y^-S^S-CS^^difluoropyridin^^l)^- 
fluorophenyljpyridazine; 

trifluoromethanesulfonic acid 5-[4-fluoro-3-(3-fluoropyridin-2- 
yl)phen3d]pyridazin-3-yl ester; 

3-ethylsulfanyl.544^fluoro-3-(3-fluoropyildin-2-yl)ph^ 
3-^butylsulfany^^^ 

5-[3K3,5-di£Luorop3aidin-2^ 
pyridazine; 

5-[3K3,5-difluoropyiidm-2^ 
P3a:idazine; 

5-[4-£luoro-3-(3-£luorop3aidin-2-yl)phenyl]-3K3-fluoropyrid 
P3aidazine; 

5-[4«fluoro-3-(3-fluorop3aidin-2-yl)phenyl]-3-(3-fluoro P ^ 
pyridazine 1-oxide; 

544-fluoro-3^3-£luoi^^^ 

pyridazine; 
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5-[2,4-difluoro-3-(3,5-difl^^ 
jd)pyridazine; 

543- (3,5-difluoropyridin-2-y^ 
inethoxyphenyl)pyridazine; 

544- fluoro-3-(3-fluoropyri(hn-2^ 
pyridazine; 

3<3,5-difluoropyridin-4-yl)-5-[^^ 
yl)phenyl]pyridazine; 
3-(3,5-difluorop3T:idin-2-yl)-5-[4-^^ 
yl)p he nyl] pyridazine ; 

3-(3, 5-difl.uoropyridin-4-yl)-5- [3-(3, 5-di£LuoiX)pyridin-2-yl)-4- 
fluorophenyl]pyridazine; 

and pharmaceutical^ acceptable salts thereof. 

9. A compound selected from: 
3^3,5-difluoro-l-ox5^yridm-4^ 
phenjdjpyridazine; 

5'-[6-(3,5-difluorop5aidin-2-yl)pyridazin-4-yl]-2'-fluo 
carbonitrile; 

5'-[6-(3,5-difluoix)pyridiji-^^ 
carbonitrile; 

4,2 f -difluoro-5'-[6K3,5-difluoropyridin-4-yl)pyridazm 
carbonitrile; 

4,2'-dlfluoro-5'-[6-(3,5-dmuoropyiidin-2-yl)pyridazm 
carbonitrile; 

2- {5- [6-(3 , 5-difluoropyridin-4-yl)pyridazin-4-3d] -2-£Luorophenyl}- 
nicotinonitr ile ; 

2-{5-[6-(3,5-difluoropyridin-2^ 
nicotinonitrile ; 

2'-fluoro-5'-[6-(2-oxop5a^oUdin^ 
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2^fluoro-5'-[6-(2-oxo-2iJ-p^ 
carbonitrile; 

6,2'-difluoro-5'46K3,5-(hfluoropyri^ 
carbonitrile; 

3-(3,5-dmuoropyridin-2^ 

3^3 5 5-dmuoropyridin-2-yl)-5-(6^ 

pyridazine; 

5^6,2'-difluorobiphenyl-3-yl)-3-(3,5-d^^ 
3K3,5-dmuoropyridin-2^^^ 
5-[3K3,5-dmuoropyridin-2-yl)-4^ 
pyridazine; 

and pharmaceutical^ acceptable salts thereof. 

10. A pharmaceutical composition comprising a compound of 
formula I, or an iV-oxide thereof or a pharmaceutical^ acceptable salt 
thereof, in association with a pharmaceutical^ acceptable carrier. 

11. The use of a compound as defined in claim 1, or an iV-oxide 
thereof or a pharmaceutical^ acceptable salt thereof, for "the manufacture 
of a medicament for the treatment and/or prevention of neurological 
disorders. 



12. A process for the preparation of a compound as claimed in 
claim 1, which comprises: 

(A) reacting a compound of formula III with a compound of formula 

IV: 
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(IV) 



wherein X 1 , X 2 , Z, R 1 and R 2 are as defined in claim 1, L 1 represents a 
suitable leaving group, and M 1 represents a boronic acid moiet}^ -B(OH) 2 or 
a cyclic ester thereof formed with an organic diol, or M 1 represents 
-Sn(Alk) 3 in which Alk represents Ci-6 alkyl, or M 1 represents -ZnHal in 
which Hal represents halogen; in the presence of a transition metal 
catalyst; or 

(B) reacting a compound of formula V with a compound of formula 



wherein X 1 , X 2 , Z, R 1 and R 2 are as defined in claim 1, and L 1 and M 1 are 
as defined above; in the presence of a transition metal catalyst; or 



(C) reacting a compound of formula VII with a compound of formula 



VI: 





(VI) 



VIII: 
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M l Z 



(VII) (VIII) 

wherein X 1 , X 2 , Z ; R 1 and R2 are as defined in claim 1, a.nd L 1 and M 1 are 
as defined above; in the presence of a transition metal catalyst; or 

(D) reacting a compound of formula IX with a compound of formula 

X: 




wherein X 1 , X 2 , Z, R 1 and R 2 are as defined in claim 1, and L 1 and M 1 are 
as defined above; in the presence of a transition metal catalyst; or 

(E) reacting a compound of formula XI with a compound of formula 

XII: 
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(XI) 



wherein X 1 , X 2 , R 1 and R 2 are as defined in claim 1, and Z 1 represents Ci- 6 
alkyl or optionally substituted heteroaryl(Ci- 6 )alkyl; in the presence of 
triphenylphosphine and a dialkyl azodicarboxylate; or 

(F) reacting a compound of formula XIV with a compound of formula 

XV: 




wherein X 1 , X 2 Z and R 2 are as defined in claim 1, L 1 and M 1 are as 
defined above, and R la represents an aryl or heteroaryl moiety; in the 
presence of a transition metal catalyst; or 

(G) reacting a compound of formula XVI with a compound of 
formula XVII: 
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(XVI) (XVII) 

wherein X 1 , X 2 , Z and R 2 are as defined m claim 1, and R la , L 1 and M 1 arc 
as defined above; in the presence of a transition metal catalyst; or 
(H) reacting a compound of formula XVIII: 




(XVTII) 



wherein X 1 , X 2 , Z and R 2 are as defined in claim 1, and TMS is an 
abbreviation for trimethylsilanyl; with sodium azide; or 

(J) reacting a compound of formula XV as defined above with a 
compound of formula R a -OH, wherein R a is as defined in claim 1; or 

(K) reacting a compound of formula XV as defined above with a salt 
of formula R a S Na + , wherein R a is as defined in claim 1; or 

(L) reacting a compound of formula XV as defined above with a 
compound of formula H-NR a R b , wherein R a and R b are as defined in claim 
1; or 
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(M) reacting a compound of formula XV as defined above with 
carbon dioxide and a compound of formula R a -OH, wherein R a is as defined 
in claim 1; in the presence of a transition metal cata^st; or 

(N) reacting a compound of formula VII above wherein L 1 represents 
5 a halogen atom with zinc cyanide; in the presence of a transition metal 
catalyst; or 

(P) reacting a compound of formula XXII: 




(XXII) 

10 

wherein X 1 , X 2 , Z and R 1 are as defined in claim 1; with diazomethane; or 
(Q) reacting a compound of formula XXIII: 



R 1 




(XXIII) 

15 

wherein X 1 , X 2 , Z and R 1 are as defined in claim 1, and R 2a represents C2-6 
alkoxycarbonjd; with diazomethane; and 
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(R) subsequent^, if required, converting a compound of formula I 
initially obtained into a further compound of formula I by standard 
methods. 

5 13. A method for the treatment and/or prevention of neurological 

disorders which comprises administering to a patient in need of such 
treatment an effective amount of a compound of formula I as defined in 
claim 1, or an iV-oxide thereof or a pharmaceutically acceptable salt 
thereof. 
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